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wherein R 1 is selected from the group>ponsisting of: 

A) alkyl of from 1 to 10 carbon atopis; 

B) alkenyl of from 2 to 10 carbon at\>ms and 1-2 sites of alkenyl unsaturation; 

C) alkynyl of from 2 to 10 carbon atdfns and from 1-2 sites of alkynyl 
unsaturation; 

D) cycloalkyl of from 3 to 12 carbon attorns; 

E) cycloalkenyl of from 4 to 8 carbon atoms; 

F) substituted alkyl of from 1 to 10 carboy atoms, having from 1 to 5 
substituents selected from: 

1) alkoxy of from 1 to 10 carbon attorns; 

2) substituted alkoxy of thk^Qrmula Substituted alkyl-O- where 
substituted alkyl is as detinedHn h tierem; 

3) cycloalkyl which is as denned in D^erem; 

4) substituted cycloalkyl is defirtordn 1^ 

5) cycloalkenyl which is defined in Biie^fein; 

6) substituted cycloalkenyl which is defined in J herein; 

7) acyl selected from alkyl-C(O)-, substituted alkyl-C(O)-, 
cycloalkyl-C(O)-, substituted cycloalkylVC(O)-, aryl-C(O)-, 
heteroaryl-C(O)- and heterocyclic-C(0)-\wherein alkyl is defined in 
A herein; wherein substituted alkyl is defined in F herein; wherein 
cycloalkyl is defined in D herein; wherein substituted cycloalkyl is 



# 
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defined in I herein; wherein aryl is defined in F22 herein; wherein 
^ heteroaryl is defined in F23 herein; and wherein heterocyclic is 

defined in F24 herein; 

8) acylamino having tne formula -C(0)NRR where each R is 
independently hydrogen, alkyl, substituted alkyl, aryl, heteroaryl, or 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F22 herein; 
wherein heteroaryl is defined in F23 herein; and wherein heterocyclic 
is defined in F24 herein; 

9) acyloxy selected from alkylVc(0)0-, substituted alkyl-C(0)0-, 
cycloalkyl-C(0)0-, aryl-C(0)0-, heteroaryl-C(0)0-, and 
heterocyclic-C(0)0- wherein\alkyl is defined in A herein; wherein 
substituted alkyl is defined in F herein; wherein cycloalkyl is defined 
in D herein; wherein aryl is defined in F22 herein; wherein 
heteroaryl is defined in F23 herein; and wherein heterocyclic is 
defined in F24 herein; 

10) amino; 

11) aminoacyl having the formula -N^(0)R wherein each R is 
independently selected from tnfe x group^nsisting of hydrogen, alkyl, 
substituted alkyl, aryl, heteroaryl, a^d heterocyclic; wherein alkyl is 
defined in A herein; wherein substitutecl^lkyl is defined in F herein; 
wherein aryl is defined in F22 herein ;^vhere in heteroaryl is defined 
in F23 herein; and wherein heterocyclic is defined in F24 herein; 

12) aminoacyloxy having the formula -NRO(0)OR wherein each R is 
independently selected from the group consisting of hydrogen, alkyl, 
substituted alkyl, aryl, heteroaryl, and heterocyclic; wherein alkyl is 
defined in A herein; wherein substituted alkyl is defined in F herein; 
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wherein aryl is defined in F22 herein; wherein heteroaryl is defined 
JL. in F23 herein; \n& wherein heterocyclic is defined in F24 herein; 

13) cyano; 

14) halogen; 

15) hydroxy 1; 

16) carboxyl; 

18) carboxylalkyl having \ho formula M -C(0)Oalkyl" wherein alkyl is 
defined in A herein; 

19) thiol; 

20) thioalkoxy having the formula -S-alkyl, wherein alkyl is defined in A 
herein; 

21) substituted thioalkoxy having the formula -S-substituted alkyl, 
wherein substituted alkyl is tlefined in F herein; 

22) aryl having from 6 to 14 rin^carbon atoms, optionally substituted 
with from 1 to 5 substituents selected from the group consisting of: 



a) hydroxy; 

b) acyl as defined m~-F£Jierein; 

c) acyloxy as defineov^n F9 ^ereln^ 

d) alkyl as defined in Am 

e) substituted alkyl as defined\in F herein; 

f) alkoxy as defined in Fl herein; 

g) substituted alkoxy as defined un F2 herein; 

h) alkenyl as defined in B herein* 

i) substituted alkenyl as defined in G herein; 
j) alkynyl as defined in C herein; 
k) substituted alkynyl as defined in\H herein; 
1) amino; 



Preliminary Amendment 
Application No. 09/915.263 
Attorney's Docket No. 002010-593 
Page 6 



m) aminoacyl as defined in Fll herein; 
n) acylamino \s defined in F8 herein; 

o) alkaryl of tha formula -alkylene-aryl having 8 carbon atoms in 

the alkylene mpiety and aryl is defined in F22 herein; 
p) aryl as defined In F22 herein; 

q) aryloxy having t^e formula -O-aryl wherein aryl is defined in 

F22 herein; 
r) azido; 
s) carboxyl; 

t) carboxylalkyl havirfg the formula "-C(0)Oalkyr wherein 

alkyl is defined in A\herein; 
u) cyano; 

v) halo selected from flu^ro, chloro, bromo and iodo; 
w) nitro; 

x) heteroaryl as defined in ^23 herein; 

y) heterocyclic as defined in F24 herein; 

z) aminoacyloxy as defined in F12 herein; 

aa) oxyacylamino R&ving the formula -OC(0)NRR where each R 
is independently drog^^ substituted alkyl, aryl, 
heteroaryl, or heterocyclic wherein alkyl is defined in A 
herein; wherein substituted alkyl is defined in F herein; 
wherein aryl is defined in F2Z herein; wherein heteroaryl is 
defined in F23 herein; and wherein heterocyclic is defined in 
F24 herein; 

bb) thioalkoxy having the formula \-S-alkyl, wherein alkyl is 
defined in A herein; 



c 
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cc) substituted thioalkoxy having the formula -S-substituted alkyl, 

^2 wherein substituted alkyl is defined in F herein; 

dd) thioaryloxy having the formula -S-aryl wherein aryl is defined 
in F22 herein; 

ee) thioheteroaryloxy having the formula -S-heteroaryl wherein 

heteroaryl is defined F23 herein; 
ff) -SO-alkyl wherein alkyl is defined in A herein; 
gg) -SO-substituted alkyl \vherein substituted alkyl is defined in F 

herein; 

hh) -SO-aryl wherein aryl ik defined in F22 herein; 
ii) -SO-heteroaryl wherein heteroaryl is defined in F23 herein; 
jj) -S0 2 -alkyl wherein alkyl is defined in A herein; 
kk) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; 

11) ~S0 2 -aryl wherein aryl is defined in F22 herein; 
mm) -S0 2 -heteroaryl whefqn heteroaryl is defined in F23 herein; 
nn) trihalomethyl wherein halbsis defined in 120 herein; 
oo) mono- and dialkylamii^o \^j.er^i^l^l is defined in A herein; 
pp) mono- and di-substimted^alkylai^ino v ^erein substituted alkyl 
is defined in F herein; 



qq) mono- and di-arylamino wherein N aryl is defined in F22 herein; 
rr) mono- and di-heteroarylamino wherein heteroaryl is defined 
in F23 herein; 

ss) mono- and di-heterocyclicamino whfcrein heterocyclic is 

defined in F24 herein; 
tt) unsymmetric di-substituted amino haying different substituents 

selected from alkyl, substituted alkylAaryl, heteroaryl and 



c 



A- 
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heterocyclic wherein alkyl is defined in A herein; wherein 
substituted alkyl is defined in F herein; wherein aryl is 
defined in F22 heAein; wherein heteroaryl is defined in F23 
herein; and wherein heterocyclic is defined in F24 herein; 
23) heteroaryl of from 1 to 15 ring carbon atoms and 1 to 4 ring 

heteroatoms selected from oxygen, nitrogen and sulfur, optionally 
substituted with from 1 to 5 substituents selected from: 

a) alkyl as defined in A herein; 

b) substituted alkyl as defined in F herein; 

c) alkoxy as defined in Fl herein; 

d) substituted alkoxy as defined in F2 herein; 

e) aryl as defined in F22 herein; 

f) aryloxy having the formula\-0-aryl wherein aryl is defined in 
F22 herein; 

g) halo selected from fluoro, chloro, bromo and iodo; 

h) nitro; 

i) heteroaryl as defined in F23 herein; 
j) thiol; 

k) thioalkoxy having the fqfmula^^alkyl, wherein alkyl is 
defined in A herein; 



1) substituted thioalkoxy having theVformula -S-substituted alkyl, 
wherein substituted alkyl is defihad in F herein; 

m) thioaryloxy having the formula -S^aryl wherein aryl is defined 
in F22 herein; and 

n) trihalomethyl wherein halo is defined in 120 herein; 
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24) heterocyclic of fnom 1 to 15 ring carbon atoms and from 1 to 4 ring 
atoms selected from nitrogen, sulfur and oxygen, optionally 
substituted with fr\m 1 to 5 substituents selected from: 

a) alkyl as defined in A herein; 

b) substituted alkyl as defined in F herein; 

c) alkoxy as defined in Fl herein; 

d) substituted alkoxy as defined in F2 herein; 

e) aryl as defined in F22 herein; 

f) aryloxy having the formula -O-aryl wherein aryl is defined in 
F22 herein; \ 

g) halo selected from fluoro, chloro, bromo and iodo; 

h) nitro; 

i) heteroaryl as defined \n F23 herein; 
j) thiol; \ 

k) thioalkoxy having the formula -S-alkyl, wherein alkyl is 

defined in A herein; \ 
1) substituted thioalkoxy having the formula -S-substituted alkyl, 

wherein substituted ail^yl is defined in F herein; 
m) thioaryloxy having th^brmula -S-aryl wherein aryl is defined 

in F22 herein; and 
n) trihalomethyl wherein tial^ is\selebted from fluoro, chloro, 

bromo and iodo; 

25) aryloxy of the formula -O-aryl whereinkryljs defined in F22 herein; 

26) heteroaryloxy of the formula -O-heteroaryl wherein heteroaryl is 
defined in F23 herein; 

27) hydroxy amino; 

28) alkoxy amino wherein alkoxy is defined in Fl herein; 
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29) nitro; 

- 30) -SO-alkyl wherein alkyl is defined in A herein; 

^^"^ 31) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

32) -SO-aryl wherein aryl i\ defined in F22 herein; 

33) -SO-heteroaryl wherein heteroaryl is defined in F23 herein; 

34) -S0 2 -alkyl wherein alkyl is defined in A herein; 

35) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; \ 

36) -S0 2 -aryl wherein aryl is defined in F22 herein; 

37) -S0 2 -heteroaryl wherein heteroaryl is defined in F23 herein; 

38) mono- and dialkylamino wherein alkyl is defined in A herein; 

39) mono- and di-substituted alkylamino wherein substituted alkyl is 
defined in F herein; \ 

40) mono- and di-arylamino wherein aryl is defined in F22 herein; 

41) mono- and di-heteroarylamino wherein heteroaryl is defined in F23 
herein; \^ 

42) mono- and di-heterocyclicamino wherein heterocyclic is defined in 
F24 herein; 

43) unsymmetric di-substituted amm^havirfg different substituents 
selected from alkyl, substituted alkylVsaAl, heteroaryl and 



heterocyclic wherein alkyl is defiriedHii^herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is^de^ned in F22 herein; 
wherein heteroaryl is defined in F^lierein; and wherein heterocyclic 
is defined in F24 herein; [,] \*"^ 
G) substituted alkenyl having from 1 to 3 substituents selected from the group 
consisting of: 

1) alkoxy as defined in Fl herein; 



c 
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2) substituted alkoxy^as defined in F2 herein; 

^ 3) acyl as defined in F7 herein; 

4) acylamino as defined in F8 herein; 

5) acyloxy as defined in F9 herein; 

6) amino; \ 

7) aminoacyl as defined in Fll herein; 

8) aminoacyloxy as defined in F12 herein; 

9) cyano; \ 

10) halogen selected from fluoYo, chloro, bromo and iodo; 

11) hydroxyl; 

12) carboxyl; 

13) carboxylalkyl as defined in F^8 herein; 

14) thiol; 

15) thioalkoxy as defined in F20 herein; 

16) substituted thioalkoxy as defined in F21 herein; 

17) aryl as defined in F22 herein; 

18) heteroaryl as defined in F23 herein; 

19) heterocyclic as defined in F2^ herein; 

20) nitro; 

21) -SO-alkyl wherein alkyl is d^fii^vikA herein; 

22) -SO-substituted alkyl whereinfsubstirutfed^alkyl is defined in F herein; 

23) -SO-aryl wherein aryl is defined ii^F^2 herein; 

24) -SO-heteroaryl wherein heteroaryl is defined in F23 herein; 

25) -S0 2 -alkyl wherein alkyl is defined in ^ herein; 

26) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; 

27) -S0 2 -aryl wherein aryl is defined in F22 herein; 
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28) -S0 2 -heteroaryl wherein heteroaryl is defined in F23 herein; 

29) mono- and dialkylamino wherein alkyl is defined in A herein; 

30) mono- and di-substituted alkylamino wherein substituted alkyl is 
defined in F herein; 

31) mono- and di-arylamiiip wherein aryl is defined in F22 herein; 

32) mono- and di-heteroaryjamino wherein heteroaryl is defined in F23 
herein; 

33) mono- and di-heterocyclfpamino wherein heterocyclic is defined in 
F24 herein; and 



ican 



34) unsymmetric di-substituted amino having different substituents 
selected from alkyl , substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is\ defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F22 herein; 
wherein heteroaryl is defined in F23 herein; and wherein heterocyclic 
is defined in F24 herein; 
H) substituted alkynyl of from iNo 3 substituents selected from: 

1) alkoxy as defined in Fl herein; 

2) substituted alkoxy as definedNin^F2 herein; 

3) acyl as defined in F7 herein; 

4) acylamino as defined in F8 herein; 

5) acyloxy as defined in F9 herein^ 

\ 

6) amino; x 

7) aminoacyl as defined in Fll herein; 

8) aminoacyloxy as defined in F12 herein; 

9) cyano; 

10) halogen selected from fluoro, chloro, bromo and iodo; 

11) hydroxyl; 



c 
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12) carboxyl; 

13) carboxylalkyl as defined in F18 herein; 

14) thiol; 

15) thioalkoxy as definedWn F20 herein; 

16) substituted thioalkoxy \as defined in F21 herein; 

17) aryl as defined in F22 nerein; 

18) heteroaryl as defined in\F23 herein; 

19) heterocyclic as defined ii\F24 herein; 

20) nitro; 

21) -SO-alkyl wherein alkyl is 'defined in A herein; 

22) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

23) -SO-aryl wherein aryl is defined in F22 herein; 

24) -SO-heteroaryl wherein heteroaryl is defined in F23 herein; 

25) -S0 2 -alkyl wherein alkyl is defmed in A herein; 

26) -S0 2 -substituted alkyl \^erein substituted alkyl is defined in F 
herein; 

27) -S0 2 -aryl wherein aryl is\^fifie^fe F22 herein; 

28) -S0 2 -heteroaryl wherein h^t^arylYi^iefined in F23 herein; 

29) mono- and dialkylamino wherein alkyl is defined in A herein; 

30) mono- and di-substituted alkylaminoWherein substituted alkyl is 
defined in F herein; 

31) mono- and di-arylamino wherein aryl is defined in F22 herein; 

32) mono- and di-heteroarylamino wherein heteroaryl is defined in F23 
herein; 

33) mono- and di-heterocyclicamino wherein heterocyclic is defined in 
F24 herein; and 
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34) . unsymmetric di-substituted amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alky^ is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F22 herein; 
wherein heteroaryl is defined in F23 herein; and wherein heterocyclic 
is defined in F24 herein; 
I) substituted cycloalkyl having 3 to 12 carbon atoms and from 1 to 5 

substituents selected from the group consisting of: 

1) hydroxy; 

2) acyl as defined in F7 herein; 

3) acyloxy as defined in F9 herein; 

4) alkyl as defined in A herein; 

5) substituted alkyl as defined in F herein; 

6) alkoxy as defined in Fl herk in: 

7) substituted alkoxy as defined m s E2 herein; 

8) alkenyl as defined in B herein;' 

9) substituted alkenyl as defined ify *G heVein^ 

10) alkynyl as defined in C herein; 

11) substituted alkynyl as defined in H herein;, 

12) amino; \ 

13) aminoacyl as defined in Fll herein; 

14) alkaryl of the formula -alkylene-aryl having 8 carbon atoms in the 
alkylene moiety and aryl is defined in F22 herein; 

15) aryl as defined in F22 herein; 

16) aryloxy having the formula -O-aryl where&i aryl is defined in F22 
herein; 

17) carboxyl; 



• 
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18) carboxylalkyl having the formula M -C(0)Oalkyr wherein alkyl is 

^2 J) defined in A herein; 

, 19) cyano; 

20) halo selected from fluo^o, chloro, bromo and iodo; 

21) nitro; 

22) heteroaryl as defined in R23 herein; 

23) thioalkoxy as defined in F20 herein; 

24) substituted thioalkoxy as d&fined in F21 herein; and 

25) trihalomethyl wherein halo is selected from fluoro, chloro, bromo 
and iodo; \ 

J) substituted cycloalkenyl having from ^ to 8 carbon atoms and from 1 to 5 
substituents selected from the group consisting of: 

1) hydroxy; 

2) acyl as defined in F7 herein; 

3) acyloxy as defined in F9 hetein; 

4) alkyl as defined in A herein; 

5) substituted alkyl as defined iibF~hei 

6) alkoxy as defined in Fl hereh 

7) substituted alkoxy as defined in\F2 x herein; 

8) alkenyl as defined in B herein; 

9) substituted alkenyl as defined in G 'herein^ 

10) alkynyl as defined in C herein; 

11) substituted alkynyl as defined in H herein\ 

12) amino; 

13) aminoacyl as defined in Fll herein; 

14) alkaryl of the formula -alkylene-aryl having 8 carbon atoms in the 
alkylene moiety and aryl is defined in F22 tlerein; 
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15) aryl as defined in ^22 herein; 

16) aryloxy having the formula -O-aryl wherein aryl is defined in F22 
herein; 

17) carboxyl; 

18) carboxylalkyl having the formula n -C(0)Oalkyl" wherein alkyl is 
defined in A herein; 

19) cyano; 

20) halo selected from fluoro, dhloro, bromo and iodo; 

21) nitro; \ 

22) heteroaryl as defined in F23 herein; 

23) thioalkoxy as defined in F20 herein; 

24) substituted thioalkoxy as defined in F21 herein; and 

25) trihalomethyl wherein halo is selected from fluoro, chloro, bromo 
and iodo; 

K) aryl as defined in F22 herein; 
L) heteroaryl as defined in F23 herein; and 
M) heterocyclic as defined in F24 herein^ 

Z' is represented by the formula -CX'X"-, -^CH^or -T-C(O)- where T is selected 
from the group consisting of oxygen, sulfur, -NR 5 wnere R^ 
N) hydrogen; 

O) acyl as defined in F7 herein; 

P) alkyl as defined in A herein; 

Q) aryl as defined in F22 herein; or 

R) heteroaryl as defined in F23 herein; 
X' is hydrogen, hydroxy or fluoro; X*' is hydrogen, hydroxy or fluoro, or X' and X" 
together form an oxo group; 
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R 2 is selected from the group consisting of: 



alkyl as defined in A ^lerein; 
alkenyl as defined in B\ herein; 
alkynyl as defined in C herein; 
substituted alkyl as defined in F herein; 
substituted alkenyl as defined in G herein; 
substituted alkynyl as defined in H herein; 
cycloalkyl as defined in D herein; 
aryl as defined in F22 hereinA 
heteroaryl as defined in F23 herein; 

herein; 



S) 
T) 
U) 
V) 
W) 
X) 
Y) 
Z) 
AA) 

BB) heterocyclic as defined in F24 
BB 1 ) 2-aminopyrid-6-yl; 
BB 2 ) 2-methylcyclopentyl; 
BB 3 ) cyclohex-2-enyl; and 
BB 4 ) -(CH 2 ) 4 NHC(0)OC(CH 3 )> 



W, together with -C(H) C(=X)-, forms a ; : 



CC) 

DD) 

EE) 

FF) 

GG) 



cycloalkyl as defined in D herein; 




D herein; 

M 

cycloalkenyl as defined in E herein; 
heterocyclic as defined in F24 herein; 

substituted cycloalkyl as defined in I herein; or 

\ s 
substituted cycloalkenyl group as define^ iiM-herein; 

wherein each of said cycloalkyl, cycloalkenyl, heterocyclic, substituted cycloalkyl 
or substituted cycloalkenyl group is optionally fused to form a bi- or multi-fused ring 
system (preferably no more than 5 fused rings) with one ( or more ring structures selected 
from the group consisting of: 

HH) cycloalkyl as defined in D herein; 
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II) cycloalkenyj as defined in E herein; 
JJ) heterocyclic as defined in F24 herein; 
KK) aryl as defined m F22 herein; and 
LL) heteroaryl as defined in F23 herein; 

which, in turn, each of such ring structures is optionally substituted with 1 to 4 
substituents selected from the groupVonsisting of: 
MM) hydroxyl; 

NN) halo as defined in F22v herein; 
OO) alkoxy as defined in Fl herein; 
PP) substituted alkoxy as definecHn F2 herein; 
QQ) thioalkoxy as defined in F20 herein; 
RR) substituted thioalkoxy as defined in F21 herein; 
SS) nitro; 
TT) cyano; 
UU) carboxyl; 
VV) carboxyl esters; 
WW) alkyl as defined in A herein; 
XX) substituted alkyl as defined in F herein; \ 
YY) alkenyl as defined in B herein; 
ZZ) substituted alkenyl as defined in G her^nvf 
AAA) alkynyl as defined in C herein; 
BBB) substituted alkynyl as defined in H herein; 
CCC) amino; 

DDD) N-alkyl amino wherein alkyl is defined in A herein; 

EEE) N,N-dialkyl amino wherein alkyl is defined in A herein; 

FFF) N-substituted alkylamino wherein alkyl is defined in A herein; 

GGG) N-alkyl N-substituted alkylamino wherein alkyl is defined in A herein; 
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HHH) N,N-disubstituted alkyl amino; 

III) -NHC(Q)R 4 where each R 4 is independently selected from the group 
consisting\of: 

1) alkyl as defined in A herein; 

2) substituted alkyl as defined in F herein; 

3) aryl as defined in F22 herein; 

\ 

KKK) -C(0)NH 2 ; 



JJJ) -NHS0 2 R 4 wherein R 4 is defined in III herein; 



l 2 

LLL) -C(0)NHR 4 where R 4N is defined in III herein; 
MMM) -C(0)NR 4 R 4 where R 4 is defined in III herein; 
NNN) -S(0)R 4 where R 4 is define^ in III herein; 
OOO) -S(0) 2 R 4 where R 4 is defmed.in III herein; 
PPP) -S(0) 2 NHR 4 where R 4 is defined in III herein; and 
QQQ) -S(0) 2 NR 4 R 4 where R 4 is defined in III herein; 



X is selected from the group consisting of oxo ( = 0), thiooxo ( = S), hydroxy 1 (-H, 
-OH), thiol (H, -SH) and hydro (H, H); 




p is an integer equal to 0 or 1 such that when^iSp^gr^the ring defined by W and 
-C(H) p C( = X)- is unsaturated at the carbon atom oV\ring attachment to NH and when p is 
one, the ring is saturated at the carbon atom of ring attachment to NI^, 

and pharmaceutical^ acceptable salts thereof; 

with the following provisos: 

A. when R 1 is 3,5-difluorophenyl, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C=X, does not form a 2-(S)-indanol group; 

B. when R 1 is phenyl, R 2 is -CH 3 , Z' is -CH 2 -, p is 1 , then\W, together with >CH 
and >C=X, does not form a trans-2-hydroxy-cyclohex-l-yl group; \ 




\ 

\ 

\ 

\ 
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C. when R 1 is cVclopropyl, R 2 is -CH 3 , Z' is -CH r , and p is is 1, then W, together 
^ with >CH and >C=X, does n\t form an N-methylcaprolactam group; 

D. when R 1 is 4-chlorobenzoyl-CH 2 -, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C=X, d^es not form an 2,3-dihydro-l -methyl-5 -phenyl- 1H- 1,4- 
benzodiazepin-2-one; 

E. when R 1 is 2-phenylphenyl, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C=X, does npt form an 7-methyl-5,7-dihydro-6H-dibenz[b,d]azepin- 
6-one; 

F. when R 1 is CH 3 OC(0)Ck 2 -, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C=X, does not fcjrm an 2 ? 3-dihydro-l-(/-butylC(0)CH 2 -)-5-(2- 
pyridyl)- 1 H- 1 ,4-benzodiazepin-2-one; 

G. when R 1 is 4-ethoxyphenyl, 2,4,6-trimethylphenyl, 4-phenylphenyl, 
CH 3 OC(0)CH 2 -, 4-HOCH 2 -phenyl 5 2,4,6-trifluorophenyl, 2-trifluoromethyl-4-fluorophenyl 5 
or CH 3 S- 5 R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then W, together with >CH and >OX, does not 
form a 2,3 -dihydro- 1 -(N,N-diethy lamino-CH 2 CH 2 -)-5 -(2-pyridy 1)- 1 H- 1 ,4-benzodiazepin-2- 
one; \ 

H. when R 1 is 2,6-difluorophenyl, R 2 is^rCH 3 , Z' is -CH(OH)-, and p is 1, then W, 
together with >CH and >C=X, does not fonii^2,3^mydro-l-(N,N-diethylam 
5-(2-pyridyl)-lH-l,4-benzodiazepin-2-one; 

I. when the ring defined by W and -C^pC^X)N|orms a cycloalkyl, then it does 
not form a cycloalkyl of from 3 to 8 carbon atoms opftonally-substituted with 1 to 3 alkyl 
groups. 





92. (Amended) A method for preventing the onset of AD in a human patient at risk 
for developing AD which method comprises administering to saik patient a pharmaceutical 
composition comprising a pharmaceutical^ inert carrier and an effective amount of a 
compound or mixture of compounds of formula IA: 
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IA 



wherein R 1 is selected from the group consisting of: 

A) alkyl of from 1 to 10 carboi^atoms; 

B) alkenyl of from 2 to 10 carbon atoms and 1-2 sites of alkenyl unsaturation; 

C) alkynyl of from 2 to 10 carbon\atoms and from 1-2 sites of alkynyl 
unsaturation; 

D) cycloalkyl of from 3 to 12 carbon\ atoms; 

E) cycloalkenyl of from 4 to 8 carbonXatoms; 

F) substituted alkyl of from 1 to 10 carb x on atoms, having from 1 to 5 
substituents selected from: 



1) 
2) 

3) 
4) 
5) 
6) 
7) 



alkoxy of from 1 to 10 carbon atoms; 

\ 

substituted alkoxy of the formula substituted alkyl-O- where 
substituted alkyl is as defined in'Pn§Km; 
cycloalkyl which is as defined in ^herein; 

in I nereftif 



substituted cycloalkyl is defined 



ei^> 



cycloalkenyl which is defined in E herein x 
substituted cycloalkenyl which is defined in J herein; 
acyl selected from alkyl-C(O)-, substituted ^lkyl-C(O)-, 
cycloalkyl-C(O)-, substituted cycloalkyl-C(0^aryl-C(0)-, 
heteroaryl-C(O)- and heterocyclic-C(O)- wherein alkyl is defined in 
A herein; wherein substituted alkyl is defined in ^herein; wherein 
cycloalkyl is defined in D herein; wherein substituted cycloalkyl is 
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defined in I herein; wherein aryl is defined in F22 herein; wherein 
heteroaryl is denned in F23 herein; and wherein heterocyclic is 
defined in F24 herein; 

8) acylamino having the formula -C(0)NRR where each R is 
independently hydrogen, alkyl, substituted alkyl, aryl, heteroaryl, or 
heterocyclic wherein a\kyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F22 herein; 
wherein heteroaryl is defined in F23 herein; and wherein heterocyclic 
is defined in F24 herein; 

9) acyloxy selected from alkyl-0(O)O-, substituted alkyl-C(0)0-, 
cycloalkyl-C(0)0-, aryl-C(0)(>, heteroaryl-C(0)0-, and 
heterocyclic-C(0)0- wherein alk\l is defined in A herein; wherein 
substituted alkyl is defined in F herein; wherein cycloalkyl is defined 
in D herein; wherein aryl is defined in F22 herein; wherein 
heteroaryl is defined in F23 herein; and wherein heterocyclic is 
defined in F24 herein; 

10) amino; 

1 1) aminoacyl having the formula -NRG(D)Rwherein each R is 
independently selected from the group^o^isting of hydrogen, alkyl, 
substituted alkyl, aryl, heteroaryl, andWteroc^liG^^erein alkyl is 
defined in A herein; wherein substituted al^yl isMefmedan F herein; 
wherein aryl is defined in F22 herein; whereinW^^Qaryl) is defined 
in F23 herein; and wherein heterocyclic is defined in F24 herein; 

12) aminoacyloxy having the formula -NRC(0)OR wherein each R is 
independently selected from the group consisting of hydrogen, alkyl, 
substituted alkyl, aryl, heteroaryl, and heterocyclic; wherein alkyl is 
defined in A herein; wherein substituted alkyl is defined inV herein; 
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wherein aiyl is defined in F22 herein; wherein heteroaryl is defined 
in F23 herem; and wherein heterocyclic is defined in F24 herein; 

13) cyano; 

14) halogen; 

15) hydroxyl; 

16) carboxyl; 

18) carboxylalkyl having\he formula M -C(0)Oalkyl" wherein alkyl is 
defined in A herein; 

19) thiol; 

20) thioalkoxy having the formula -S-alkyl, wherein alkyl is defined in A 
herein; \^ 

21) substituted thioalkoxy having the formula -S-substituted alkyl, 
wherein substituted alkyl is defined in F herein; 

22) aryl having from 6 to 14 ring carbon atoms, optionally substituted 
with from 1 to 5 substituents selected from the group consisting of: 

a) hydroxy; 

b) acyl as defined in F7 herein; 

c) acyloxy as defined in F9 herein; 

d) alkyl as defined in A herein^ 

e) substituted alkyl as defined inrF fidrc^n; 

f) alkoxy as defined in Fl herein; 

g) substituted alkoxy as defined in F2\^rein; 

h) alkenyl as defined in B herein; 

i) substituted alkenyl as defined in G herein; 
j) alkynyl as defined in C herein; 
k) substituted alkynyl as defined in H herein; 
1) amino; 



Preliminary Amendment 
Application No. 09/91 5 r 263 
Attorney's Docket No. 002010-593 
Page 24 



m) aminoafcyl as defined in Fll herein; 

\ 

n) acylamino as defined in F8 herein; 

o) alkaryl of\he formula -alkylene-aryl having 8 carbon atoms in 

the alkylen^ moiety and aryl is defined in F22 herein; 
p) aryl as defined in F22 herein; 

q) aryloxy having the formula -O-aryl wherein aryl is defined in 

F22 herein; 
r) azido; 
s) carboxyl; 

t) carboxylalkyl havirig the formula "-C(0)Oalkyl" wherein 

alkyl is defined in AVerein; 
u) cyano; 

v) halo selected from fluorb, chloro, bromo and iodo; 
w) nitro; 

x) heteroaryl as defined in F2B herein; 

y) heterocyclic as defined in F24 herein; 

z) aminoacyloxy as defined in F12 herein; 

aa) oxy acylamino having the formula -OC(0)NRR where each R 
is independently hydrogeii,^alkyl, ^substituted alkyl, aryl, 
heteroaryl, or heterocyC^^^ier^^^lkyl is defined in A 
herein; wherein substituteWlkyl is. defined in F herein; 

\ 

wherein aryl is defined in F22^herein; wherein heteroaryl is 
defined in F23 herein; and wherein lieterocyclic is defined in 
F24 herein; 

bb) thioalkoxy having the formula -S-alkyl, ^herein alkyl is 
defined in A herein; 
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cc) substituted thioalkoxy having the formula -S-substituted alkyl, 



wherein Substituted alkyl is defined in F herein; 

V 

dd) thioaryloxy v having the formula -S-aryl wherein aryl is defined 
in F22 hereto; 



ee) thioheteroaryWy having the formula -S-heteroaryl wherein 

heteroaryl is defined F23 herein; 
ff) -SO-alkyl wherei^i alkyl is defined in A herein; 
gg) -SO-substituted alkyl wherein substituted alkyl is defined in F 
herein; 

hh) -SO-aryl wherein aryl is defined in F22 herein; 
ii) -SO-heteroaryl wherein^heteroaryl is defined in F23 herein; 
jj) -S0 2 -alkyl wherein alkyl\is defined in A herein; 
kk) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; 

11) -S0 2 -aryl wherein aryl is defined in F22 herein; 
mm) -S0 2 -heteroaryl wherein heteroaryl is defined in F23 herein; 
nn) trihalomethyl wherein halo is defined in 120 herein; 
oo) mono- and dialkylamino wherein^alkyl is defined in A herein; 
pp) mono- and di-substituteh^lkylamino wherein substituted alkyl 

is defined in F herein; f~~^-^ 
qq) mono- and di-arylamino wherein aryl\is defined in F22 herein; 
rr) mono- and di-heteroarylaminX^ereiA^he^roaryl is defined 

in F23 herein; v 
ss) mono- and di-heterocyclicamino wherein^heterocyclic is 

defined in F24 herein; 
tt) unsymmetric di-substituted amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
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hetefpcyclic wherein alkyl is defined in A herein; wherein 
substikited alkyl is defined in F herein; wherein aryl is 
defined\n F22 herein; wherein heteroaryl is defined in F23 
herein; an& wherein heterocyclic is defined in F24 herein; 
23) heteroaryl of from 1 to 15 ring carbon atoms and 1 to 4 ring 

heteroatoms selected Vrom oxygen, nitrogen and sulfur, optionally 
substituted with from Jv to 5 substituents selected from: 

a) alkyl as defined m A herein; 

b) substituted alkyl ak defined in F herein; 

c) alkoxy as defined iriyFl herein; 

d) substituted alkoxy as uefined in F2 herein; 

e) aryl as defined in F22 herein; 

f) aryloxy having the formula -O-aryl wherein aryl is defined in 
F22 herein; 

g) halo selected from fluoro, chloro, bromo and iodo; 

h) nitro; 

i) heteroaryl as defined iri r F^herein; 
j) thiol; 

k) thioalkoxy having the formula > ^^kyl,\>yherein alkyl is 

defined in A herein; 
1) substituted thioalkoxy having the forfnula -S-substituted alkyl, 

wherein substituted alkyl is defined inV herein; 
m) thioaryloxy having the formula -S-aryl ^herein aryl is defined 

in F22 herein; and 
n) trihalomethyl wherein halo is defined in I2(Xherein; 




\ 



7>- 
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24) heterocyclic^of from 1 to 15 ring carbon atoms and from 1 to 4 ring 
atoms selected from nitrogen, sulfur and oxygen, optionally 



substituted with from 1 to 5 substituents selected from: 

a) alkyl as defined in A herein; 

b) substitutes alkyl as defined in F herein; 

c) alkoxy as defined in Fl herein; 

d) substituted alkoxy as defined in F2 herein; 

e) aryl as definedXin F22 herein; 

f) aryloxy having the formula -O-aryl wherein aryl is defined in 
F22 herein; 

g) halo selected from fluoro, chloro, bromo and iodo; 

h) nitro; 

i) heteroaryl as defined ii\F23 herein; 
j) thiol; 

k) thioalkoxy having the formula -S-alkyl, wherein alkyl is 

defined in A herein; 
1) substituted thioalkoxy having \he formula -S-substituted alkyl, 

wherein substituted ItHc^Kis defined in F herein; 
m) thioaryloxy having the for^T^^^ryl wherein aryl is defined 

in F22 herein; and 




n) trihalomethyl wherein halo is selected from fluoro, chloro, 
bromo and iodo; \ 

25) aryloxy of the formula -O-aryl wherein aryl is defined in F22 herein; 

26) heteroaryloxy of the formula -O-heteroaryl wherein heteroaryl is 
defined in F23 herein; 

27) hydroxy amino; 

28) alkoxy amino wherein alkoxy is defined in Fl herein; 
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29) nitro; 

30) -SO-alkyl wherein alkyl is defined in A herein; 

31) -SO-substituted^lkyl wherein substituted alkyl is defined in F herein; 

32) -SO-aryl wherein^aryl is defined in F22 herein; 

33) -SO-heteroaryl wherein heteroaryl is defined in F23 herein; 

34) -S0 2 -alkyl wherein alkyl is defined in A herein; 

35) -S0 2 -substituted alkyl\vherein substituted alkyl is defined in F 
herein; \ 

36) -S0 2 -aryl wherein aryl is defined in F22 herein; 

37) -S0 2 -heteroaryl wherein heteroaryl is defined in F23 herein; 

38) mono- and dialkylamino wherein alkyl is defined in A herein; 

39) mono- and di-substituted alkylamino wherein substituted alkyl is 
defined in F herein; ^ 

40) mono- and di-arylamino wherein aryl is defined in F22 herein; 

41) mono- and di-heteroarylzunino wherein heteroaryl is defined in F23 
herein; 



42) mono- and di-heterocyclicamino whereih^l^erocyclic is defined in 
F24 herein; \v \ 

43) unsymmetric di-substituted amino having different substituents 

selected from alkyl, substituted alkyl, aryl, heteroaryl and 

\ 

heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F22 herein; 
wherein heteroaryl is defined in F23 herein; and wherein heterocyclic 
is defined in F24 herein; [,] 
G) substituted alkenyl having from 1 to 3 substituents selected from the group 
consisting of: 

1) alkoxy as defined in Fl herein; 



\ 
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2) substituted alkoxy as defined in F2 herein; 

3) acyl as defined in F7 herein; 

4) acylamino as defined in F8 herein; 

5) acyloxy as defined in F9 herein; 

6) amino; \^ 

7) aminoacyl as defined in Fll herein; 

8) aminoacyloxy as defined in F12 herein; 

9) cyano; ^ 

10) halogen selected from fluoro, chloro, bromo and iodo; 

11) hydroxyl; 

12) carboxyl; 

13) carboxylalkyl as defined in\F18 herein; 

14) thiol; \ 

15) thioalkoxy as defined in F20 herein; 

16) substituted thioalkoxy as defined in F21 herein; 

17) aryl as defined in F22 herein; \ 

18) heteroaryl as defined in F23 herein; 

19) heterocyclic as defined iiTF2^herein; 

20) nitro; 

21) -SO-alkyl wherein alkyl is defined in^A"Kerein; 

22) -SO-substituted alkyl wherein substituted alkyNs defined in F herein; 

23) -SO-aryl wherein aryl is defined in F22 s herein; 

24) -SO-heteroaryl wherein heteroaryl is defined in F23 herein; 

25) -S0 2 -alkyl wherein alkyl is defined in A herein; 

26) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; ^ 

27) -S0 2 -aryl wherein aryl is defined in F22 herein; 

\ 




\ 
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28) -S0 2 -heteroaryl \fcherein heteroaryl is defined in F23 herein; 

29) mono- and dialkylamino wherein alkyl is defined in A herein; 

30) mono- and di-substiWed alkylamino wherein substituted alkyl is 
defined in F herein; \ 

31) mono- and di-arylaminb wherein aryl is defined in F22 herein; 

32) mono- and di-heteroarylamino wherein heteroaryl is defined in F23 
herein; \ 

33) mono- and di-heterocyclicamino wherein heterocyclic is defined in 
F24 herein; and \ 

34) unsymmetric di-substituted amino having different substituents 
selected from alkyl , substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F22 herein; 
wherein heteroaryl is defined in K23 herein; and wherein heterocyclic 
is defined in F24 herein; \ 

H) substituted alkynyl of from 1 to 3 sut)!fttii<ujto selected from: 

1) alkoxy as defined in Fl herein; Q W 

2) substituted alkoxy as defined in FZ s fte^ein; \ 

3) acyl as defined in F7 herein; \\ " — 

4) acylamino as defined in F8 herein; \ 

5) acyloxy as defined in F9 herein; \ 

6) amino; \ 

7) aminoacyl as defined in Fll herein; \ 

8) aminoacyloxy as defined in F12 herein; \ 

9) cyano; \ 

10) halogen selected from fluoro, chloro, bromo and\pdo; 

11) hydroxyl; \ 
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12) carboxyfx 
^ — 13) carboxylamyl as defined in F18 herein; 

14) thiol; Vv 

15) thioalkoxy as^I^fined in F20 herein; 

16) substituted thioalkoxy as defined in F21 herein; 

17) aryl as defined iii x F22 herein; 

18) heteroaryl as defined\in F23 herein; 

19) heterocyclic as defined\in F24 herein; 

20) nitro; \ 

21) -SO-alkyl wherein alkyl i& defined in A herein; 

22) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

23) -SO-aryl wherein aryl is defmed in F22 herein; 

24) -SO-heteroaryl wherein heteroaryl is defined in F23 herein; 

25) -S0 2 -alkyl wherein alkyl is defmed in A herein; 

26) -S0 2 -substituted alkyl therein substituted alkyl is defined in F 
herein; ^ \ 

27) -S0 2 -aryl wherein aryl is dfefine'cl in^F22>herein; 

28) -S0 2 -heteroaryl wherein hetem^U^syefined in F23 herein; 

29) mono- and dialkylamino wherein al^r^dQ^ied^in A herein; 

30) mono- and di-substituted alkylamiKK) wherein substituted alkyl is 
defined in F herein; v\\ \ 

31) mono- and di-arylamino wherein aryl isWfinea4i*-F22 herein; 

32) mono- and di-heteroarylamino wherein heteroaryl is defined in F23 
herein; \ 

33) mono- and di-heterocyclicamino wherein heterocyclic is defined in 
F24 herein; and \ 



2~ 
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34) unsymmetric di-substituted amino having different substituents 
selected from a\kyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wheVein alkyl is defined in A herein; wherein substituted 
alkyl is defined in>F herein; wherein aryl is defined in F22 herein; 
wherein heteroaryl is defined in F23 herein; and wherein heterocyclic 
is defined in F24 herein; 
I) substituted cycloalkyl having 3 to 12 carbon atoms and from 1 to 5 

substituents selected from the g\oup consisting of: 

1) hydroxy; 

2) acyl as defined in F7 hereiA; 

3) acyloxy as defined in F9 herein; 

4) alkyl as defined in A herein; 

5) substituted alkyl as defined in R herein; 

>in; \ 



6) alkoxy as defined in Fl herein; 

7) substituted alkoxy as defined in F2 herein; 

8) alkenyl as defined in 

9) substituted alkenyl as defin^c 

10) alkynyl as defined in C 

11) substituted alkynyl as defined in^ 

12) amino; 

13) aminoacyl as defined in Fll herein; 

14) alkaryl of the formula -alkylene-aryl haviiig 8 carbon atoms in the 
alkylene moiety and aryl is defined in F22 

15) aryl as defined in F22 herein; 

16) aryloxy having the formula -O-aryl wherein aiyl is defined in F22 
herein; 

17) carboxyl; 
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18) carboxylklkyl having the formula "-C(0)Oalkyl" wherein alkyl is 
defined inV herein; 

19) cyano; 

20) halo selected $fom fluoro, chloro, bromo and iodo; 

21) nitro; 

22) heteroaryl as deflped in F23 herein; 

23) thioalkoxy as defifted in F20 herein; 

24) substituted thioalkoxy as defined in F21 herein; and 

25) trihalomethyl wherei\halo is selected from fluoro, chloro, bromo 
and iodo; 

J) substituted cycloalkenyl having ^from 4 to 8 carbon atoms and from 1 to 5 
substituents selected from the gro\ip consisting of: 

1) hydroxy; 

2) acyl as defined in F7 herein; 

3) acyloxy as defined in F9 hereil 

4) alkyl as defined in A herein; 

5) substituted alkyl as defined in F herein; 

6) alkoxy as defined in Fl herein^ 

7) substituted alkoxy as defined inj2 

8) alkenyl as defined in B herein; 

9) substituted alkenyl as defined in G" 

10) alkynyl as defined in C herein; 

11) substituted alkynyl as defined in H herein;\ 

12) amino; 

13) aminoacyl as defined in Fll herein; 

14) alkaryl of the formula -alkylene-aryl having 8 darbon atoms in the 
alkylene moiety and aryl is defined in F22 herein* 




c 
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15) aryl a& defined in F22 herein; 

16) aryloxy paving the formula -O-aryl wherein aryl is defined in F22 
herein; 

17) carboxyl; 

18) carboxylalkylNhaving the formula M -C(0)Oalkyl" wherein alkyl is 



defined in A hekein; 

19) cyano; \ 

20) halo selected from fluoro, chloro, bromo and iodo; 

21) nitro; \ 

22) heteroaryl as defined m F23 herein; 

23) thioalkoxy as defined in\F20 herein; 

24) substituted thioalkoxy as defined in F21 herein; and 

25) trihalomethyl wherein halo\s selected from fluoro, chloro, bromo 
and iodo; 

K) aryl as defined in F22 herein; 
L) heteroaryl as defined in F23 ^eroj^anc 
M) heterocyclic as defined in F24 herein^ 

Z' is represented by the formula -CX'X'X^W^HiW -T-CfO)- where T is selected 
from the group consisting of oxygen, sulfur, -NR 5 where R 5 \is>- — s 
N) hydrogen; 

O) acyl as defined in F7 herein; 

P) alkyl as defined in A herein; 

Q) aryl as defined in F22 herein; or 

R) heteroaryl as defined in F23 herein; 
X' is hydrogen, hydroxy or fluoro; X" is hydrogen, hydroxy or fluok>, or X' and X" 
together form an oxo group; 



Preliminary Amendment 
Application No. 09/915.263 
Attorney's Docket No. 002010-593 
Page 35 



R 2 is selected from the grouR consisting of: 



S) 
T) 
U) 
V) 
W) 
X) 
Y) 
Z) 
AA) 
BB) 
BB 1 ) 



alkyl as defineavin A herein; 

alkenyl as defined in B herein; 

alkynyl as definedin C herein; 

substituted alkyl as\efined in F herein; 

substituted alkenyl as defined in G herein; 

substituted alkynyl as defined in H herein; 

cycloalkyl as defined in D herein; 

\ 

aryl as defined in F22 herein; 



heteroaryl as defined in F23\herein; 
heterocyclic as defined in F24 v herein; 
2-aminopy rid-6-y 1 ; 
BB 2 ) 2-methy Icy clopenty 1 ; 
BB 3 ) cyclohex-2-enyl; and 
BB 4 ) -(CH 2 ) 4 NHC(0)OC(CH 3 ) 3 

W, together with -C(H) p C( = X)-, forms a: 

CC) cycloalkyl as defined in D herein; 
cycloalkenyl as defined in E here 



DD) 
EE) 
FF) 
GG) 



heterocyclic as defined in F24 herein} 




substituted cycloalkyl as defined in I herein por; 

\ \ 

substituted cycloalkenyl group as definedMn J herein; 

N \ 

wherein each of said cycloalkyl, cycloalkenyl, heterocyclic, substituted cycloalkyl 
or substituted cycloalkenyl group is optionally fused to form a bi- or multi-fused ring 



system (preferably no more than 5 fused rings) with one or moreVing structures selected 
from the group consisting of: 

HH) cycloalkyl as defined in D herein; 
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II) cycloalkenyi as defined in E herein; 
J J) heterocyclic as defined in F24 herein; 
KK) aryl as defined lti F22 herein; and 
LL) heteroaryl as defi^i ed in F23 herein: 

which, in turn, each of such ring structures is optionally substituted with 1 to 4 
substituents selected from the groupVonsisting of: 
MM) hydroxyl; 

NN) halo as defined in F22v herein; 
OO) alkoxy as defined in Fl herfe in; 
PP) substituted alkoxy as defined in F2 herein; 
QQ) thioalkoxy as defined in F20 herein; 
RR) substituted thioalkoxy as defined ip F21 herein; 
SS) nitro; 
TT) cyano; 
UU) carboxyl; 
VV) carboxyl esters; 
WW) alkyl as defined in A herein; 
XX) substituted alkyl as defined in F 
YY) alkenyl as defined in B herein; 
ZZ) substituted alkenyl as defined in G herei 
AAA) alkynyl as defined in C herein; 
BBB) substituted alkynyl as defined in H herein; 
CCC) amino; 

DDD) N-alkyl amino wherein alkyl is defined in A herein; 
EEE) N,N-dialkyl amino wherein alkyl is defined in A herein^ 
FFF) N-substituted alkylamino wherein alkyl is defined in A herein; 
GGG) N-alkyl N-substituted alkylamino wherein alkyl is defined \n A herein; 
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HHH) N,N-disubstitiked alkyl amino; 

III) -NHC(0)R 4 wh^re each R 4 is independently selected from the group 
consisting of: 

1) alkyl as defined in A herein; 

2) substituted alkyl as defined in F herein; 

3) aryl as definedun F22 herein; 
JJJ) -NHS0 2 R 4 wherein R 4 i\ defined in III herein; 
KKK) -C(0)NH 2 ; 

LLL) -C(0)NHR 4 where R 4 is defened in III herein; 
MMM) -C(0)NR 4 R 4 where R 4 is defined in III herein; 
NNN) -S(0)R 4 where R 4 is defined in III herein; 



lnu 

OOO) -S(0) 2 R 4 where R 4 is defined in V herein; 
PPP) -S(0) 2 NHR 4 where R 4 is defined in III herein; and 
QQQ) -S(0) 2 NR 4 R 4 where R 4 is defined in III herein; 



X is selected from the group consisting of oxo ( = 0), thiooxo ( = S), hydroxyl (-H, 
-OH), thiol (H, -SH) and hydro (H, H); 

p is an integer equal to 0 or 1 such that whe^^i&zero, the ring defined by W and 
-C(H) p C( = X)- is unsaturated at the carbon atom m ring-a^^rent to NH and when p is 
one, the ring is saturated at the carbon atom of ring ^attachment to\NH; 

and pharmaceutically acceptable salts thereof; 

with the following provisos: 

A. when R 1 is 3,5-difluorophenyl, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C=X, does not form a 2-(S)-indanol group; 

B. when R 1 is phenyl, R 2 is -CH 3 , Z' is -CH 2 -, p is 1, thfn W, together with >CH 
and >C=X, does not form a trans-2-hydroxy-cyclohex-l-yl group; 
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C. when R 1 is cyclopropyl, R 2 is -CH 3 , Z' is -CH 2 -, and p is is 1, then W, together 
with >CH and >OX, does not fo\m an N-methylcaprolactam group; 

D. when R 1 is 4-chlorobenzoyl-CH 2 - 5 R 2 is -CH 3 , Z' is -CH 2 - 5 and p is 1, then W, 
together with >CH and >C=X, does n9t form an 2,3-dihydro-l-methyl-5-phenyl-lH-l,4- 
benzodiazepin-2-one; 

E. when R 1 is 2-phenylphenV, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C=X, does not fo\m an 7-methyl-5 5 7-dihydro-6H-dibenz[b 3 d]azepin- 
6-one; 

F. when R 1 is CH 3 OC(0)CH 2 -, F$ is -CH 3 , Z' is -CH 2 -, and/? is 1, then W, 
together with >CH and >C=X, does not form a\ 2,3-dihydro-l-(^butylC(0)CH 2 -)-5-(2- 
pyridyl)- 1 H- 1 ,4-benzodiazepin-2-one; 

G. when R 1 is 4-ethoxyphenyl, 2,4,6-t^imethylphenyl, 4-phenylphenyl, 
CH 3 OC(0)CH 2 - 5 4-HOCH 2 -phenyl s 2,4,6-trifluoropfienyl, 2-trifluoromethyl-4-fluorophenyl, 
or CH 3 S-, R 2 is -CH 3 , Z' is -CH r , and p is 1, then W 5 \ogether with >CH and >C=X, does not 
form a23-dihydro-l-(N,N-diethyl^ 
one; 




' is -CH(OH)- 5 and p is 1, then W, 
N-diethylamino-CH 2 CH 2 -)- 



H. when R 1 is 2,6-difluorophenyl, 
together with >CH and >C=X, does not form a 2,3-^ 
5-(2-pyridyl)- 1 H- 1 s 4-benzodiazepin-2-one; 

I. when the ring defined by W and -C(H) p C(^Q- forms a cycloalkyl, then it does 
not form a cycloalkyl of from 3 to 8 carbon atoms optionally suBfetitvitedJwith 1 to 3 alkyl 
groups. 



\ 



93. (Amended) A method for treating a human patient with ADXin order to inhibit 
further deterioration in the condition of that patient which method comprises administering 
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to said patient a pharmaceutical composition comprising a pharmaceutically inert carrier 
and an effective amount of a compound or a mixture of compounds of formula IA: 




IA 



wherein R 1 is selected from the group consisting of: 
A) alkyl of from 1 to 10 carbon atoms; 



B) 
C) 

D) 
E) 
F) 



alkenyl of from 2 to 10 carbon atoms and 1-2 sites of alkenyl unsaturation; 
alkynyl of from 2 to 10 carbon^atoms and from 1-2 sites of alkynyl 
unsaturation; 

cycloalkyl of from 3 to 12 carbon atoms; 
cycloalkenyl of from 4 to 8 carbon atoms; 

substituted alkyl of from 1 to 10 carbon atoms, having from 1 to 5 
substituents selected from: 

1) alkoxy of from 1 to 10 (^Tbon^t^ns; 

2) substituted alkoxy of the forirnula substituted alkyl-O- where 




3) 
4) 
5) 
6) 
7) 



substituted alkyl is as defined in F herein; \ 
cycloalkyl which is as defineain D herein; \ 

\ J 

substituted cycloalkyl is defined in I herein; 
cycloalkenyl which is defined in E herein; 
substituted cycloalkenyl which is defined^in J herein; 
acyl selected from alkyl-C(O)-, substitate<\alkyl-C(0)-, 
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cycloalkvl-C(O)-, substituted cycloalkyl-C(O)-, aryl-C(O)-, 
heteroaryl-C(O)- and heterocyclic-C(O)- wherein alkyl is defined in 
A herein; Vherein substituted alkyl is defined in F herein; wherein 
cycloalkyl is defined in D herein; wherein substituted cycloalkyl is 
defined in I herein; wherein aryl is defined in F22 herein; wherein 
heteroaryl is defined in F23 herein; and wherein heterocyclic is 
defined in F24 herein; 

8) acylamino having\the formula -C(0)NRR where each R is 
independently hydrogen, alkyl, substituted alkyl, aryl, heteroaryl, or 
heterocyclic wherein^lkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F22 herein; 
wherein heteroaryl is defined in F23 herein; and wherein heterocyclic 
is defined in F24 herein; 

9) acyloxy selected from alkyl^C(0)0-, substituted alkyl-C(0)0-, 
cycloalkyl-C(0)0-, aryl-C(0)0-, heteroaryl-C(0)0-, and 
heterocyclic-C(0)0- wherein \lkyl is defined in A herein; wherein 
substituted alkyl is defined in therein; wherein cycloalkyl is defined 
in D herein; wherein aryl is defined in F22 herein; wherein 
heteroaryl is defined in F2?J^horein;y and wherein heterocyclic is 
defined in F24 herein; 

10) amino; \l \^ \^ 

11) aminoacyl having the formula -^RC(0)R wherein each R is 
independently selected from the group-consisting of hydrogen, alkyl, 
substituted alkyl, aryl, heteroaryl, and heterocyclic; wherein alkyl is 
defined in A herein; wherein substituted alkyl is defined in F herein; 
wherein aryl is defined in F22 herein; wherein heteroaryl is defined 
in F23 herein; and wherein heterocyclic is defined in F24 herein; 
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12) aminoacyloxy having the formula -NRC(0)OR wherein each R is 
independently selected from the group consisting of hydrogen, alkyl, 
substituted alkyl, aryl, heteroaryl, and heterocyclic; wherein alkyl is 
defined in A herein* wherein substituted alkyl is defined in F herein; 
wherein aryl is defined in F22 herein; wherein heteroaryl is defined 
in F23 herein; and wherein heterocyclic is defined in F24 herein; 

13) cyano; 

14) halogen; 

15) hydroxyl; 

16) carboxyl; 

18) carboxylalkyl having the formula M -C(0)Oalkyl" wherein alkyl is 
defined in A herein; 

19) thiol; 

20) thioalkoxy having the formula -S-alkyl, wherein alkyl is defined in A 
herein; \^ 

21) substituted thioalkoxy having the formula -S-substituted alkyl, 
wherein substituted alkyl is defined in F herein; 

22) aryl having from 6 to 14 ring carbonWoms, optionally substituted 



entiFsekSc 



with from 1 to 5 substituents selected from the group consisting of: 

a) hydroxy; 

b) acyl as defined in F7 h^tjbin; 




c) acyloxy as defined in F9 i^erein; 

d) alkyl as defined in A herein; 

e) substituted alkyl as defined in F herein; 

f) alkoxy as defined in Fl herein; 

g) substituted alkoxy as defined in F2 herein; 

h) alkenyl as defined in B herein; 
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i) substituted alkenyl as defined in G herein; 

j) alkynyl as defined in C herein; 

k) , substituted a\kynyl as defined in H herein; 

1) amino; 

m) aminoacyl as dfefined in Fll herein; 

n) acylamino as defined in F8 herein; 

o) alkaryl of the formula -alkylene-aryl having 8 carbon atoms in 

the alkylene moiety and aryl is defined in F22 herein; 

p) aryl as defined in F22 herein; 

q) aryloxy having the formula -O-aryl wherein aryl is defined in 

F22 herein; 

r) azido; 

s) carboxyl; 

t) carboxylalkyl having the formula M -C(0)Oalkyl" wherein 

alkyl is defined in A herein; 

u) cyano; 

v) halo selected from fluoro, chlof\p, bromo and iodo; 

w) nitro; 

x) heteroaryl as defined in F23TieFJ 

y) heterocyclic as defined in F24J herein; 

z) aminoacyloxy as defined in F12 lierein; 

\ * 

aa) oxyacylamino having the formula -Q6(Q)NRR^where each R 
is independently hydrogen, alkyl, substituted alkyl, aryl, 
heteroaryl, or heterocyclic wherein alkyl is defined in A 
herein; wherein substituted alkyl is defined in F herein; 
wherein aryl is defined in F22 herein; wherein heteroaryl is 




# 
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defined imF23 herein; and wherein heterocyclic is defined in 
F24 hereinx 

bb) thioalkoxy having the formula -S-alkyl, wherein alkyl is 

defined in A herein; 
cc) substituted thioalkoxy having the formula -S-substituted alkyl, 

wherein substituted alkyl is defined in F herein; 
dd) thioaryloxy having the formula -S-aryl wherein aryl is defined 

in F22 herein; \y 
ee) thioheteroaryloxy having the formula -S-heteroaryl wherein 

heteroaryl is definedV23 herein; 
ff) -SO-alkyl wherein alky^l is defined in A herein; 
gg) -SO-substituted alkyl wherein substituted alkyl is defined in F 

herein; \^ 
hh) -SO-aryl wherein aryl is defined in F22 herein; 
ii) -SO-heteroaryl wherein heteroaryl is defined in F23 herein; 
jj) -S0 2 -alkyl wherein alkyl is defined in A herein; 
kk) -S0 2 -substituted alkyl wherein\ubstituted alkyl is defined in F 

herein; 

11) -S0 2 -aryl wherein aryl isNiefined in F22 herein; 




mm) -S0 2 -heteroaryl wherein l^^roaryi^^^ned in F23 herein; 
nn) trihalomethyl wherein halolis defined inTEO herein; 
oo) mono- and dialkylamino wher^m^lkyUs defined in A herein; 
pp) mono- and di-substituted alkylaminOsWherein substituted alkyl 
is defined in F herein; x 




qq) mono- and di-arylamino wherein aryl is defined in F22 herein; 
rr) mono- and di-heteroarylamino wherein heteroaryl is defined 
in F23 herein; 
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mono- and di-heterocyclicamino wherein heterocyclic is 
Refined in F24 herein; 
tt) un^ymmetric di-substituted amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein 
substituted alkyl is defined in F herein; wherein aryl is 
defined inV22 herein; wherein heteroaryl is defined in F23 
herein; andVherein heterocyclic is defined in F24 herein; 
23) heteroaryl of from l\o 15 ring carbon atoms and 1 to 4 ring 

heteroatoms selected from oxygen, nitrogen and sulfur, optionally 
substituted with from 1 t^5 substituents selected from: 

a) alkyl as defined in ^herein; 

b) substituted alkyl as defined in F herein; 

c) alkoxy as defined in F lWrein; 

d) substituted alkoxy as defined in F2 herein; 

e) aryl as defined in F22 herein; 

f) aryloxy having the fonftuJ^-O-aryl wherein aryl is defined in 
F22 herein; 

g) halo selected from fluoro, chl^ro,\brofito and iodo; 

h) nitro; 

i) heteroaryl as defined in F23 herein; 
j) thiol; 

k) thioalkoxy having the formula -S-alkyl, wherein alkyl is 

defined in A herein; 
1) substituted thioalkoxy having the formula -S-substituted alkyl, 

wherein substituted alkyl is defined in F herei\ 
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m) fchioaryloxy having the formula -S-aryl wherein aryl is defined 

in\F22 herein; and 
n) trihalomethyl wherein halo is defined in 120 herein; 

24) heterocyclic qf from 1 to 15 ring carbon atoms and from 1 to 4 ring 
atoms selected from nitrogen, sulfur and oxygen, optionally 
substituted with from 1 to 5 substituents selected from: 

a) alkyl as denned in A herein; 

b) substituted alkyl as defined in F herein; 

c) alkoxy as defined in Fl herein; 

d) substituted alkoxy as defined in F2 herein; 

e) aryl as defined in H22 herein; 

f) aryloxy having the formula -O-aryl wherein aryl is defined in 
F22 herein; 

g) halo selected from fluoip, chloro, bromo and iodo; 

h) nitro; 

i) heteroaryl as defined in F23 herein; 
j) thiol; 

k) thioalkoxy having th?^^iQula\-S-alkyl, wherein alkyl is 

defined in A herein; 
1) substituted thioalkoxy havhiR^^fori^la -S-substituted alkyl, 

wherein substituted alkyl is defined\in F fterein; 
m) thioaryloxy having the formul^S-ar^rwhejiein aryl is defined 

in F22 herein; and 
n) trihalomethyl wherein halo is selected from fluoro, chloro, 

bromo and iodo; 

25) aryloxy of the formula -O-aryl wherein aryl is defined in F22 herein; 
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26) heteroaryloxyW the formula -O-heteroaryl wherein heteroaryl is 
defined in F23 therein; 

27) hydroxy amino; 

28) alkoxyamino wher&jn alkoxy is defined in Fl herein; 

29) nitro; 



30) -SO-alkyl wherein alkyl is defined in A herein; 

31) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

32) -SO-aryl wherein aryl is defined in F22 herein; 

33) -SOheteroaryl wherein heteroaryl is defined in F23 herein; 

34) -S0 2 -alkyl wherein alkyl is\iefined in A herein; 

35) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; 

36) -S0 2 -aryl wherein aryl is defined in F22 herein; 

37) -S0 2 -heteroaryl wherein heteroarjd is defined in F23 herein; 

38) mono- and dialkylamino wherein alkyl is defined in A herein; 

39) mono- and di-substituted alkylamino, wherein substituted alkyl is 
defined in F herein; \ 

40) mono- and di-arylamino whe^i^ryTis defined in F22 herein; 

41) mono- and di-heteroarylamino ^fherelr^het^oaryl is defined in F23 
herein; 

42) mono- and di-heterocyclicamino\wherein Heterocyclic is defined in 
F24 herein; 




43) unsymmetric di-substituted amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F22 herein; 
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wherein hWroaryl is defined in F23 herein; and wherein heterocyclic 
is defined in. F24 herein; [,] 
G) substituted alkenyl having from 1 to 3 substituents selected from the group 
consisting of: 

1) alkoxy as defined in Fl herein; 

2) substituted alkoxy\as defined in F2 herein; 

3) acyl as defined in F7 herein; 

4) acylamino as definedW F8 herein; 

5) acyloxy as defined in F9 herein; 

6) amino; 

7) aminoacyl as defined in Fl 1 herein; 

8) aminoacyloxy as defined in\pl2 herein; 

9) cyano; 

10) halogen selected from fluoro, cjiloro, bromo and iodo; 

11) hydroxyl; 

12) carboxyl; 

13) carboxylalkyl as defined in F18 herein; 

14) thiol; 

15) thioalkoxy as defined in F20 Itetdn; 

16) substituted thioalkoxy as definec^nrFM^erein; 

17) aryl as defined in F22 herein; 

18) heteroaryl as defined in F23 herein^ 

19) heterocyclic as defined in F24 herein; 

20) nitro; 

21) -SO-alkyl wherein alkyl is defined in A herein; 

22) -SO-substituted alkyl wherein substituted alkyl is\Iefined in F herein; 

23) -SO-aryl wherein aryl is defined in F22 herein; 
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9~ 



H) 



24) -3p-heteroaryl wherein heteroaryl is defined in F23 herein; 

25) -SOu-alkyl wherein alkyl is defined in A herein; 

26) -S0 2 Wbstituted alkyl wherein substituted alkyl is defined in F 
herein-S 

27) -S0 2 -ar^i wherein aryl is defined in F22 herein; 

28) -S0 2 -heteroaryl wherein heteroaryl is defined in F23 herein; 

29) mono- and dialkylamino wherein alkyl is defined in A herein; 

30) mono- and diWbstituted alkylamino wherein substituted alkyl is 
defined in F herein; 

31) mono- and di-arylamino wherein aryl is defined in F22 herein; 

32) mono- and di-heteroarylamino wherein heteroaryl is defined in F23 
herein; 

33) mono- and di-heterocyclicamino wherein heterocyclic is defined in 
F24 herein; and \^ 

34) unsymmetric di-substitute^ amino having different substituents 
selected from alkyl , substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is\defined in A herein; wherein substituted 
alkyl is defined in F hsi^in; wherein aryl is defined in F22 herein; 
wherein heteroaryl is defjaet£%^£23 herein; and wherein heterocyclic 
is defined in F24 herein; 

substituted alkynyl of from 1 to 3 sub&ftuents selected from: 

1) alkoxy as defined in Fl herein; 

2) substituted alkoxy as defined in F2 

3) acyl as defined in F7 herein; 

4) acylamino as defined in F8 herein; 

5) acyloxy as defined in F9 herein; 

6) amino; 
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9) cyano 



7) aminoacVl as defined in Fll herein; 

8) aminoacyloxy as defined in F12 herein; 



» \ 



10) halogen selected from fluoro, chloro, bromo and iodo; 

11) hydroxyl; 

12) carboxyl; 

13) carboxylalkyl as defined in F18 herein; 

14) thiol; 

15) thioalkoxy as defined\in F20 herein; 

16) substituted thioalkoxy as defined in F21 herein; 

17) aryl as defined in F22 herein; 

18) heteroaryl as defined in F23 herein; 

19) heterocyclic as defined in F24 herein; 

20) nitro; \ 

21) -SO-alkyl wherein alkyl is defined in A herein; 

22) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

23) -SO-aryl wherein aryl is defined in\F22 herein; 

24) -SO-heteroaryl wherein heteroaryl is\defined in F23 herein; 

25) -S0 2 -alkyl wherein alkyl is de^e^m^A herein; 

26) -S0 2 -substituted alkyl wherein si(f6stiti^^l^yl is defined in F 
herein; 

27) -S0 2 -aryl wherein aryl is defined in F^2 herein; 

28) -S0 2 -heteroaryl wherein heteroaryl is definea^mJFffi herein; 

29) mono- and dialkylamino wherein alkyl is defined in A herein; 

30) mono- and di-substituted alkylamino wherein substituted alkyl is 
defined in F herein; 

31) mono- and di-arylamino wherein aryl is defined in\F22 herein; 
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32) monor and di-heteroarylamino wherein heteroaryl is defined in F23 
herein; 

33) mono- ahd di-heterocyclicamino wherein heterocyclic is defined in 
F24 hereim and 

34) unsymmetriG di-substituted amino having different substituents 



selected fronralkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F22 herein; 
wherein heteroaryl^is defined in F23 herein; and wherein heterocyclic 
is defined in F24 herein; 
I) substituted cycloalkyl havingy to 12 carbon atoms and from 1 to 5 
substituents selected from the group consisting of: 

1) hydroxy; \^ 

2) acyl as defined in F7 herein; 

3) acyloxy as defined in F9 herein; 

4) alkyl as defined in A herein; 

5) substituted alkyl as defined in ^ herein; 

6) alkoxy as defined in Fl herein; 

7) substituted alkoxy as c^^^4^F2 herein; 

8) alkenyl as defined in B hefemf 

9) substituted alkenyl as denned irffG herein> 

10) alkynyl as defined in C herein> 

11) substituted alkynyl as defined in H fiJ 

12) amino; 

13) aminoacyl as defined in Fll herein; 

14) alkaryl of the formula -alkylene-aryl having carbon atoms in the 
alkylene moiety and aryl is defined in F22 herein; 
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15) aryl as defined in F22 herein; 

16) aryloxyshaying the formula -O-aryl wherein aryl is defined in F22 
herein; 

17) carboxyl; 

18) carboxylalky leaving the formula "-C(0)Oalkyl" wherein alkyl is 
defined in A herein; 

19) cyano; 

20) halo selected from\fluoro, chloro, bromo and iodo; 

21) nitro; 

22) heteroaryl as defined in F23 herein; 

23) thioalkoxy as defined in F20 herein; 

24) substituted thioalkoxy asWfined in F21 herein; and 

25) trihalomethyl wherein hal\is selected from fluoro, chloro, bromo 
and iodo; 

J) substituted cycloalkenyl having from x 4 to 8 carbon atoms and from 1 to 5 
substituents selected from the group consisting of: 

1) hydroxy; 

2) acyl as defined in F7 here 

3) acyloxy as defined in F9 herfein; 

4) alkyl as defined in A herein; 

5) substituted alkyl as defined in F herein;^ 

6) alkoxy as defined in Fl herein; 

7) substituted alkoxy as defined in F2 herein^ 

8) alkenyl as defined in B herein; 

9) substituted alkenyl as defined in G herein; 

10) alkynyl as defined in C herein; 

11) substituted alkynyl as defined in H herein; 




• 
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K) 
L) 
M) 



12) amini 

13) amino&yl as defined in Fll herein; 

14) alkaryl ot\the formula -alkylene-aryl having 8 carbon atoms in the 
alkylene mqiety and aryl is defined in F22 herein; 

15) aryl as defined in F22 herein; 

16) aryloxy having\the formula -O-aryl wherein aryl is defined in F22 
herein; 

17) carboxyl; 

18) carboxylalkyl having the formula "-C(0)Oalkyr wherein alkyl is 
defined in A herein; 

19) cyano; 

20) halo selected from fluoro\ chloro, bromo and iodo; 

21) nitro; 

22) heteroaryl as defined in F23\herein; 

23) thioalkoxy as defined in F20 herein; 

24) substituted thioalkoxy as defined in F21 herein; and 

25) trihalomethyl wherein halo is selected from fluoro, chloro, bromo 
and iodo; 

aryl as defined in F22 herein; 
heteroaryl as defined in F23 here! 
heterocyclic as defined in F24 herein;' 




Z' is represented by the formula -CXX*-, -T-CH 2 Xor -T\-C(0)- where T is selected 
from the group consisting of oxygen, sulfur, -NR 5 where R 5 is: 
N) hydrogen; 

O) acyl as defined in F7 herein; 
P) alkyl as defined in A herein; 
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Q) aryl \s defined in F22 herein; or 
«X R) heteroatyl as defined in F23 herein; 

X' is hydrogen, hydroxyyor fluoro; X" is hydrogen, hydroxy or fluoro, or X' and X" 
together form an oxo group: 

R 2 is selected from the group amsisting of: 
S) alkyl as defined in\A herein; 
T) alkenyl as defined in\B herein; 
U) alkynyl as defined in G herein; 
V) substituted alkyl as defined in F herein; 
W) substituted alkenyl as defined in G herein; 



X) substituted alkynyl as defined in H herein; 

Y) cycloalkyl as defined in D herein; 

Z) aryl as defined in F22 herein; 

AA) heteroaryl as defined in F23 herein; 

BB) heterocyclic as defined in F24 herein;* 

BB 1 ) 2-aminopyrid-6-yl; 

BB 2 ) 2-methy Icy clopenty 1 ; 

BB 3 ) cyclohex-2-enyl; and 

BB 4 ) -(CH 2 ) 4 NHC(0)OC(CH 3 ) 3 



W, together with -C(H) p C( = X)-, forms a: 

CC) cycloalkyl as defined in D herein; 
DD) cycloalkenyl as defined in E herein; 
EE) heterocyclic as defined in F24 herein; 
FF) substituted cycloalkyl as defined in I herein; or 
GG) substituted cycloalkenyl group as defined in J herein; 
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wherein each of said cycloalkyl, cycloalkenyl, heterocyclic, substituted cycloalkyl 
or substituted cycloalkenyl group is optionally fused to form a bi- or multi-fused ring 
system (preferably no more tF^an 5 fused rings) with one or more ring structures selected 
from the group consisting of: 

HH) cycloalkyl as defined in D herein; 

II) cycloalkenyl as defined in E herein; 

JJ) heterocyclic as defined in F24 herein; 

KX) aryl as defined in F22 herein; and 

LL) heteroaryl as defined in F23 herein; 

which, in turn, each of such ringWuctures is optionally substituted with 1 to 4 
substituents selected from the group consisting of: 
MM) hydroxyl; 

NN) halo as defined in F22v herein; 
OO) alkoxy as defined in Fl herein; 
PP) substituted alkoxy as defined in F2\herein; 
QQ) thioalkoxy as defined in F20 herein; 
RR) substituted thioalkoxy as defined in F21 herein; 
SS) nitro; 
TT) cyano; 
UU) carboxyl; 
VV) carboxyl esters; 
WW) alkyl as defined in A herein; 
XX) substituted alkyl as defined in F 
YY) alkenyl as defined in B herein; 
ZZ) substituted alkenyl as defined in G herein; 
AAA) alkynyl as defined in C herein; 
BBB) substituted alkynyl as defined in H herein; 
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HI) 



CCC) amino^ 

DDD) N-alkyl Wnino wherein alkyl is defined in A herein; 
EEE) N,N-dialkM amino wherein alkyl is defined in A herein; 
FFF) N-substituteci alkylamino wherein alkyl is defined in A herein; 
GGG) N-alkyl N-subWuted alkylamino wherein alkyl is defined in A herein; 
HHH) N,N-disubstituted alkyl amino; 

-NHC(0)R 4 wher\each R 4 is independently selected from the group 
consisting of: 

1) alkyl as define^ in A herein; 

2) substituted alky lVs defined in F herein; 

3) aryl as defined in K22 herein; 
-NHS0 2 R 4 wherein R 4 is defined in III herein; 

KKK) -C(0)NH 2 ; 

LLL) -C(0)NHR 4 where R 4 is defined\in III herein; 
MMM) -C(0)NR 4 R 4 where R 4 is defined\n III herein; 
NNN) -S(0)R 4 where R 4 is defined in III tierein; 
OOO) -S(0) 2 R 4 where R 4 is defined in III hebin; 
PPP) -S(0) 2 NHR 4 where R 4 is defiriea^UII herein; and 
QQQ) -S(Q) 2 NR 4 R 4 where R 4 is defin^l in nWfl^eft 



JJJ) 



X is selected from the group consisting of oxo^=0)^ thiooxo^( = S), hydroxy 1 (-H, 
-OH), thiol (H, -SH) and hydro (H, H); 



p is an integer equal to 0 or 1 such that when p is zero, the ring defined by W and 
-C(H) p C( = X)- is unsaturated at the carbon atom of ring attachment to NH and when p is 
one, the ring is saturated at the carbon atom of ring attachment to 

and pharmaceutically acceptable salts thereof; 
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with the following provisos: 

A. when R 1 is 3L5-difluorophenyl, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C=X^ does not form a 2-(S)-indanol group; 

B. when R 1 is phenyl, R 2 is -CH 3 , Z' is -CH 2 -, p is 1, then W, together with >CH 
and >C=X, does not form a trans-2rhydroxy-cyclohex-l-yl group; 

C. when R 1 is cyclopropyl R 2 is -CH 3 , Z' is -CH 2 -, and p is is 1, then W, together 
with >CH and >C=X, does not form an\N-methylcaprolactam group; 

D. when R 1 is 4-chlorobenzoyl-CH 2 -, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C=X, does not fonp an 2,3-dihydro-l-methyl-5-phenyl-lH-l,4- 
benzodiazepin-2-one; 

E. when R 1 is 2-phenylphenyl, R 2 is^CH^ Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C=X, does not form an 7^methyl-5 ? 7-dihydro-6H-dibenz[b 5 d]azepin- 
6-one; 

F. when R 1 is CH 3 OC(0)CH 2 - 5 R 2 is -Ch\ Z' is -CH 2 - 5 and p is 1, then W, 
together with >CH and >C=X, does not form an 23-dihxdro-l-(/-butylC(0)CH 2 -)-5-(2- 
pyridy 1)- 1 H- 1 ,4-benzodiazepin-2-one; 

G. when R 1 is 4-ethoxyphenyl, 2 ? 4,6-trimethylphenyl, 4-phenylphenyl, 
CH 3 OC(0)CH 2 - 5 4-HOCH 2 -phenyl, 2A6-trifluoropl^ 

or CH 3 S-, R 2 is -CH 3 , Z' is -CH 2 - S and p is 1, then W, together^^CH and >C=X, does not 
form a 2^-dihydro-l-(N,N-diethylamino-^ 
one; 

H. when R is 2,6-difluorophenyl, R 2 is -CH 3 , Z' is -G^OHJ^^and^ is 1, then W, 
together with >CH and >C=X, does not form a 23-dihydro-l-(N,N-dietliylamino-CH 2 CH 2 -)- 
5-(2-pyridyl)- 1 H- 1 ,4-benzodiazepin-2-one; 

L when the ring defined by W and -C(H) p C(=X)- forms a cycloalkyl, then it does 
not form a cycloalkyl of from 3 to 8 carbon atoms optionally substituted with l\to 3 alkyl 
groups. 
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95. (Amended) \A method for inhibiting P-amyloid peptide release and/or its 
synthesis in a cell which method comprises administering to such a cell an amount of a 
compound or a mixture of compounds effective in inhibiting the cellular release and/or 
synthesis of P-amyloid peptide^wherein said compounds are represented by formula IB: 

O 



R 1 



ZL \NH 
C A "CH 
II \ 
O 



NH- 




IB 



wherein R 1 is selected from the group consisting of: 

A) alkyl of from 1 to 10 carbon atoms ;\^ 

B) alkenyl of from 2 to 10 carbon atoms and 1-2 sites of alkenyl unsaturation; 

C) alkynyl of from 2 to 10 carbon atoms and from 1-2 sites of alkynyl 
unsaturation; 

D) cycloalkyl of from 3 to 12 carbon atoms; 

E) cycloalkenyl of from 4 to 8 carbon atoms; 

F) substituted alkyl of from 1 to 10 carbon 
substituents selected from: 

1) alkoxy of from 1 to 10 carbon atoms 

2) substituted alkoxy of the formula substituted alkyl-O- where 
substituted alkyl is as defined in F herein; 

3) cycloalkyl which is as defined in D herein; 

4) substituted cycloalkyl is defined in I herein; 

5) cycloalkenyl which is defined in E herein; 



having from 1 to 5 
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6) substituted cycloalkenyl which is defined in J herein; 
^ 7) acyl selected from alkyl-C(O)-, substituted alkyl-C(O)-, 

cycloalkyl-GtfO)-, substituted cycloalkyl-C(O)-, aryl-C(O)-, 
heteroaryl-C(©)- and heterocyclic-C(O)- wherein alkyl is defined in 
A herein; wherein substituted alkyl is defined in F herein; wherein 
cycloalkyl is defmed in D herein; wherein substituted cycloalkyl is 
defined in I herein\ wherein aryl is defined in F22 herein; wherein 
heteroaryl is defined\in F23 herein; and wherein heterocyclic is 
defined in F24 herein ^ 

8) acylamino having the formula -C(0)NRR where each R is 
independently hydrogen, a^kyl, substituted alkyl, aryl, heteroaryl, or 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; >Mierein aryl is defined in F22 herein; 
wherein heteroaryl is defined in^F23 herein; and wherein heterocyclic 
is defined in F24 herein; 

9) acyloxy selected from alkyl-C(0)0\, substituted alkyl-C(0)0, 
cycloalkyl-C(0)0-, aryl-^0^-^^roaryl-C(0)0-, and 
heterocyclic-C(0)0- whereii^lkyl'ls^ A herein; wherein 
substituted alkyl is defined in Fxjie^dn; ^herein cycloalkyl is defined 
in D herein; wherein aryl is defined in^22 herein; wherein 



heteroaryl is defined in F23 herein; and wherein heterocyclic is 
defined in F24 herein; 

10) amino; 

11) aminoacyl having the formula -NRC(0)R wherein each R is 
independently selected from the group consisting of hydrogen, alkyl, 
substituted alkyl, aryl, heteroaryl, and heterocyclic;\wherein alkyl is 
defined in A herein; wherein substituted alkyl is defined in F herein; 
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wherein aryl is defined in F22 herein; wherein heteroaryl is defined 
in F23 hferein; and wherein heterocyclic is defined in F24 herein; 

12) aminoacylbxy having the formula -NRC(0)OR wherein each R is 
independently selected from the group consisting of hydrogen, alkyl, 
substituted alley 1, aryl, heteroaryl, and heterocyclic; wherein alkyl is 
defined in A herein; wherein substituted alkyl is defined in F herein; 
wherein aryl is defined in F22 herein; wherein heteroaryl is defined 
in F23 herein; and ^herein heterocyclic is defined in F24 herein; 

13) cyano; 

14) halogen; 

15) hydroxyl; 

16) carboxyl; 

18) carboxylalkyl having the formula "-C(0)Oalkyl" wherein alkyl is 
defined in A herein; 

19) thiol; 

20) thioalkoxy having the formula -Stalky 1, wherein alkyl is defined in A 
herein; \^ 

21) substituted thioalkoxy having the formula -S-substituted alkyl, 
wherein substituted alkyl is d^^d-m\F herein; 

22) aryl having from 6 to 14 ring iai^n^i^ms>dptionally substituted 
with from 1 to 5 substituents selected ^mflie group consisting of: 

a) hydroxy; 

b) acyl as defined in F7 herein; 

c) acyloxy as defined in F9 herein; 

d) alkyl as defined in A herein; 

e) substituted alkyl as defined in F herein; 

f) alkoxy as defined in PI herein; 
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g) substituted alkoxy as defined in F2 herein; 

h) alkenyVas defined in B herein; 

i) substituted alkenyl as defined in G herein; 
j) alkynyl as\defined in C herein; 
k) substituted alkynyl as defined in H herein; 
1) amino; 

m) aminoacyl as defined in Fll herein; 

n) acylamino as defined in F8 herein; 

o) alkaryl of the formula -alkylene-aryl having 8 carbon atoms in 

the alkylene moiet\^and aryl is defined in F22 herein; 

p) aryl as defined in F22 herein; 

q) aryloxy having the formula -O-aryl wherein aryl is defined in 

F22 herein; 

r) azido; 

s) carboxyl; 

t) carboxylalkyl having the formula "-C(0)Oalkyr wherein 

alkyl is defined in A herein; 

u) cyano; 

v) halo selected from fluoro, chloro v , bromo and iodo; 

w) nitro; 

x) heteroaryl as defined in F23 

y) heterocyclic as defined in F2 

z) aminoacyloxy as defined in F12 he^n^^^ j 

aa) oxyacylamino having the formula -OC(0)NRR where each R 




is independently hydrogen, alkyl, substituted alkyl, aryl, 
heteroaryl, or heterocyclic wherein alkyl is defined in A 
herein; wherein substituted alkyl is defined in F herein; 
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wherein aryl is defined in F22 herein; wherein heteroaryl is 
^j^^ defused in F23 herein; and wherein heterocyclic is defined in 

s F24hferein; 

bb) thioalkoxy having the formula -S-alkyl, wherein alkyl is 

defined in\A herein; 
cc) substituted thioalkoxy having the formula -S-substituted alkyl, 

wherein substituted alkyl is defined in F herein; 
dd) thioaryloxy having the formula -S-aryl wherein aryl is defined 
in F22 herein; 

ee) thioheteroaryloxy having the formula -S-heteroaryl wherein 

heteroaryl is defined^FQS herein; 
ff) -SO-alkyl wherein alkyKis defined in A herein; 
gg) -SO-substituted alkyl wherein substituted alkyl is defined in F 

herein; 

hh) -SO-aryl wherein aryl is defined in F22 herein; 
ii) -SO-heteroaryl wherein heteroaryl is defined in F23 herein; 
jj) -S0 2 -alkyl wherein alkyUsdefined in A herein; 
kk) -S0 2 -substituted alkyl wher^ rr-sij^g^ ituted alkyl is defined in F 
herein; 

11) -S0 2 -aryl wherein aryl is defined i^f F22 herein^ 
mm) -S0 2 -heteroaryl wherein heteroaryijk^fined in F23 herein; 
nn) trihalomethyl wherein halo is defined in r^herein;/ 
oo) mono- and dialkylamino wherein alkyl is defined in A herein; 
pp) mono- and di-substituted alkylamino wherein substituted alkyl 

is defined in F herein; 
qq) mono- and di-arylamino wherein aryl is defined in F22 herein; 
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rr) rn^no- and di-heteroarylamino wherein heteroaryl is defined 
in P23 herein; 

ss) mono\ and di-heterocyclicamino wherein heterocyclic is 
definedNin F24 herein; 

tt) unsymmetric di-substituted amino having different substituents 
selected fi\m alkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclicVherein alkyl is defined in A herein; wherein 
substituted amyl is defined in F herein; wherein aryl is 
defined in F22^herein; wherein heteroaryl is defined in F23 
herein; and wherein heterocyclic is defined in F24 herein; 
23) heteroaryl of from 1 to 1 Spring carbon atoms and 1 to 4 ring 

heteroatoms selected from oxygen, nitrogen and sulfur, optionally 

substituted with from 1 to 5 substituents selected from: 

a) alkyl as defined in A herein; 

b) substituted alkyl as define^ in F herein; 

c) alkoxy as defined in Fl herein; 

d) substituted alkoxy a^de^ned\in F2 herein; 

e) aryl as defined in F2^ 

f) aryloxy having the fo^m^ila -0-aryl\wherein aryl is defined in 
F22 herein; 

g) halo selected from fluoro, chl^TO^Bromo and iodo; 

h) nitro; 

i) heteroaryl as defined in F23 herein; 
j) thiol; 

k) thioalkoxy having the formula -S-alkyl, wherein alkyl is 
defined in A herein; 





\ 
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substituted thioalkoxy having the formula -S-substituted alkyl, 
wherein substituted alkyl is defined in F herein; 
m) \thioaryloxy having the formula -S-aryl wherein aryl is defined 

in F22 herein; and 
n) trilialomethyl wherein halo is defined in 120 herein; 



24) heterocyclic of fr^m 1 to 15 ring carbon atoms and from 1 to 4 ring 
atoms selected from nitrogen, sulfur and oxygen, optionally 
substituted with froirkl to 5 substituents selected from: 

a) alkyl as defined\in A herein; 

b) substituted alkyl as defined in F herein; 

c) alkoxy as defined i^Fl herein: 

d) substituted alkoxy as defined in F2 herein; 

e) aryl as defined in F22 herein; 

f) aryloxy having the formula -O-aryl wherein aryl is defined in 
F22 herein; 

g) halo selected from fluBr^^chloro, bromo and iodo; 

h) nitro; 

i) heteroaryl as defined in 
j) thiol; 

k) thioalkoxy having the formula -S-al^lr-wfierein alkyl is 

defined in A herein; \ 
1) substituted thioalkoxy having the formula^-S-substituted alkyl, 

wherein substituted alkyl is defined in F herein; 
m) thioaryloxy having the formula -S-aryl wherein aryl is defined 

in F22 herein; and 
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trihalomethyl wherein halo is selected from fluoro, chloro, 



T>romo and iodo; 



25) aryloxy of the formula -O-aryl wherein aryl is defined in F22 herein; 

26) heteroaryloxy of the formula -O-heteroaryl wherein heteroaryl is 
defined in F23 herein; 

27) hydroxy amino ;\^ 

28) alkoxyamino wherein alkoxy is defined in Fl herein; 

29) nitro; \ 

30) -SO-alkyl wherein alfcyl is defined in A herein; 

31) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

32) -SO-aryl wherein aryl is defined in F22 herein; 

33) -SO-heteroaryl wherein heteroaryl is defined in F23 herein; 

34) -S0 2 -alkyl wherein alkyl is defined in A herein; 

35) -S0 2 -substituted alkyl wherein Substituted alkyl is defined in F 
herein; 

36) -S0 2 -aryl wherein aryl is defined4n^F2^herein; 

37) -S0 2 -heteroaryl wherein heteroai^^s\lefined in F23 herein; 

38) mono- and dialkylamino wherein a^^s^fSP^ * n ^ herein; 

39) mono- and di-substituted alkylamino wherein substituted alkyl is 
defined in F herein; 

40) mono- and di-arylamino wherein aryl is defined in F22 herein; 

41) mono- and di-heteroarylamino wherein heteroaryl is defined in F23 
herein; 

42) mono- and di-heterocyclicamino wherein heterocyclic is defined in 
F24 herein; 

43) unsymmetric di-substituted amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 



^5 
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heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F22 herein; 



wherein heteroaryl is defined in F23 herein; and wherein heterocyclic 
is defined in\F24 herein; 
G) substituted alkenyl ha\mg from 1 to 3 substituents selected from the group 
consisting of: 

1) alkoxy as defined in Fl herein; 

2) substituted alkoxy as\defined in F2 herein; 

3) acyl as defined in F7 herein; 

4) acylamino as defined in ^8 herein; 

5) acyloxy as defined in F9 herein; 

6) amino; 

7) aminoacyl as defined in Fll herein; 

8) aminoacyloxy as defined in F12 herein; 

9) cyano; 

10) halogen selected from fluoro, chloro\bromo and iodo; 

11) hydroxyl; 

12) carboxyl; 

13) carboxylalkyl as defined in Fl£ h^ein; 

14) thiol; 

15) thioalkoxy as defined in F20 hereinf 

16) substituted thioalkoxy as defined in F21 herein; 



17) aryl as defined in F22 herein; 

18) heteroaryl as defined in F23 herein; 

19) heterocyclic as defined in F24 herein; 

20) nitro; 

21) -SO-alkyl wherein alkyl is defined in A herein; 




Preliminary Amendment 
Application No. 09/915,263 
Attorney's Docket No. 002010-593 

Page 66 



22) VSO-substituted alkyl wherein substituted alkyl is defined in F herein; 

23) -SO-aryl wherein aryl is defined in F22 herein; 

24) -SO^heteroaryl wherein heteroaryl is defined in F23 herein; 

25) -S0 2 -alkyl wherein alkyl is defined in A herein; 

26) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; \ 

27) -S0 2 -aryl wherein aryl is defined in F22 herein; 

28) -S0 2 -heteroaryl wherein heteroaryl is defined in F23 herein; 

29) mono- and dial^ylamino wherein alkyl is defined in A herein; 

30) mono- and di-substituted alkylamino wherein substituted alkyl is 
defined in F herein; 

31) mono- and di-arylam|no wherein aryl is defined in F22 herein; 

32) mono- and di-heteroarylamino wherein heteroaryl is defined in F23 
herein; 

33) mono- and di-heterocyclicamino wherein heterocyclic is defined in 
F24 herein; and 

34) unsymmetric di-substituted amino having different substituents 
selected from alkyT^^^stimt^ aryl, heteroaryl and 
heterocyclic wherein ^lkyTis^def^din A herein; wherein substituted 
alkyl is defined in F hereji^wtr6feih^^ in F22 herein; 
wherein heteroaryl is defineqHn^F23 herein; and wherein heterocyclic 
is defined in F24 herein; 

H) substituted alkynyl of from 1 to 3 substituents selected Trom: 

1) alkoxy as defined in Fl herein; 

2) substituted alkoxy as defined in F2 herein; 

3) acyl as defined in F7 herein; 

4) acylamino as defined in F8 herein; 
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C 



5) acylWy as defined in F9 herein; 

6) amino\ 

7) aminoacVl as defined in Fll herein; 



8) aminoacylo^cy as defined in F12 herein; 

9) cyano; 

10) halogen selected from fluoro, chloro, bromo and iodo; 

11) hydroxyl; 

12) carboxyl; 

13) carboxylalkyl as defined in F18 herein; 

14) thiol; 

15) thioalkoxy as defined in F20 herein; 

16) substituted thioalkoxy as defined in F21 herein; 

17) aryl as defined in F22 herein*\^ 

18) heteroaryl as defined in F23 herein; 

19) heterocyclic as defined in F24 herein; 

20) nitro; 

21) -SO-alkyl wherein alkyl is defined in A herein; 

22) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

23) -SO-aryl wherein aryl is define^" t n>12%e^in; 

24) -SO-heteroaryl wherein heteroaryHs defin^4ii ;: P234ierein; 

25) -S0 2 -alkyl wherein alkyl is defined inxA^herein; 

26) -S0 2 -substituted alkyl wherein substitated\alkyl\is defined in F 



herein; 

27) -S0 2 -aryl wherein aryl is defined in F22 herein; ^ 

28) -S0 2 -heteroaryl wherein heteroaryl is defined in F23\herein; 

29) mono- and dialkylamino wherein alkyl is defined in AMierein; 



\ 

V 

\ 

\ 



i<3 
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30) mono- and di-substituted alkylamino wherein substituted alkyl is 
defined in F herein; 

31) mono-Vid di-arylamino wherein aryl is defined in F22 herein; 

32) mono- and di-heteroarylamino wherein heteroaryl is defined in F23 
herein; 

33) mono- and di\heterocyclicamino wherein heterocyclic is defined in 
F24 herein; and 



34) unsymmetric di-substituted amino having different substituents 
selected from alkyl substituted alkyl, aryl, heteroaryl and 
heterocyclic whereir^alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F22 herein; 
wherein heteroaryl is defined in F23 herein; and wherein heterocyclic 
is defined in F24 herein ;\^ 
I) substituted cycloalkyl having 3 to 12 carbon atoms and from 1 to 5 

substituents selected from the groupVonsisting of: 

1) hydroxy; 

2) acyl as defined in F7 herein; 

3) acyloxy as defined in F9 herein; 

4) alkyl as defined in A herein;* 

5) substituted alkyl as defined in F / 

6) alkoxy as defined in Fl herein; 

7) substituted alkoxy as defined in F2 h£r&in; 

8) alkenyl as defined in B herein; 

9) substituted alkenyl as defined in G herein; 

10) alkynyl as defined in C herein; 

11) substituted alkynyl as defined in H herein; 

12) amino; 
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13) ammoacyl as defined in Fll herein; 

14) alkaryl of the formula -alkylene-aryl having 8 carbon atoms in the 
alkylene moiety and aryl is defined in F22 herein; 

15) aryl as atefined in F22 herein; 

16) aryloxy haying the formula -O-aryl wherein aryl is defined in F22 
herein; 

17) carboxyl; 

18) carboxylalkyl liaving the formula "-C(0)Oalkyl" wherein alkyl is 
defined in A herein; 

19) cyano; 

20) halo selected from fluoro, chloro, bromo and iodo; 

21) nitro; \ 

22) heteroaryl as defined inV23 herein; 

23) thioalkoxy as defined in F20 herein; 

24) substituted thioalkoxy as defined in F21 herein; and 

25) trihalomethyl wherein halo is\selected from fluoro, chloro, bromo 
and iodo; 

J) substituted cycloalkenyl having *feQ^4^to 8 carbon atoms and from 1 to 5 
substituents selected from the groxip-consi^l;^^ of: 

1) hydroxy; 

2) acyl as defined in F7 herein^ 

3) acyloxy as defined in F9 herein; 

4) alkyl as defined in A herein; 

5) substituted alkyl as defined in F herein; 

6) alkoxy as defined in Fl herein; 

7) substituted alkoxy as defined in F2 herein; 

8) alkenyl as defined in B herein; 
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9) Substituted alkenyl as defined in G herein; 

10) all^ynyl as defined in C herein; 

^ 11) substituted alkynyl as defined in H herein; 

12) amino, ^ 

13) aminoacy^as defined in Fll herein; 

14) alkaryl of the formula -alkylene-aryl having 8 carbon atoms in the 
alkylene moiety and aryl is defined in F22 herein; 

15) aryl as defined in F22 herein; 

16) aryloxy having the formula -O-aryl wherein aryl is defined in F22 
herein; 

17) carboxyl; 

18) carboxylalkyl having \he formula "-C(0)Oalkyl" wherein alky 1 is 
defined in A herein; 

19) cyano; 

20) halo selected from fluoro, &Jiloro, bromo and iodo; 

21) nitro; 

22) heteroaryl as defined in F23 herein; 

23) thioalkoxy as defined in F^h^rein; 

24) substituted thioalkoxy as defifled i^E^tterein; and 

25) trihalomethyl wherein halo ik^elect^d^fofirfluoro, chloro, bromo 
and iodo; 

K) aryl as defined in F22 herein; 
L) heteroaryl as defined in F23 herein; and 
M) heterocyclic as defined in F24 herein; 



Z' is represented by the formula -CX'X"-, -T-CH 2 - or -T-C(p)- where T is selected 
from the group consisting of oxygen, sulfur, -NR 5 where R 5 is: 
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N) 
O) 
P) 

Q) 
R) 



hydrogen; 

acyl as defined in F7 herein; 
alkyl\s defined in A herein; 
aryl as defined in F22 herein; or 
heteroaryKas defined in F23 herein; 
X' is hydrogen, hydroxy or fluoro; X" is hydrogen, hydroxy or fluoro, or X' and X" 
together form an oxo group; 




R is selected from the group consisting of: 



S) 
T) 
U) 
V) 
W) 
X) 
Y) 
Z) 
AA) 
BB) 



alkyl as defined in Asjierein; 
substituted alkyl as defined in F herein; 
alkenyl as defined in B herein; 
substituted alkenyl as defined in G herein; 
alkynyl as defined in C herein;^ 



substituted alkynyl as defined iaH herein; 
cycloalkyl as defined in D herein; 
aryl as defined in F22 herein; 
heteroaryl as defined in F23 herein; 
heterocyclic as defined in F 
BB 1 ) 2-aminopy rid-6-y 1 ; 
BB 2 ) 2-methylcyclopenty 1 ; 
BB 3 ) cyclohex-2-enyl; and 
BB 4 ) -(CH 2 ) 4 NHC(0)OC(CH 3 ) 3 ; 

Q is selected from the group of monocyclic and fused polycyclic groups having the 
formulas: 




# 



Preliminary Amendment 
Application No. 09/915,263 
Attorney's Docket No. 002010-593 
Page 72 





Preliminary Amendment 
Application No. 09/91 5 r 263 
Attorney's Docket No. 002010-593 
Page 73 




R20R20 




wherein T b is selected from the &roup consisting of: 

CC) alkylene where alkylene is a divalent alkyl and alkyl is defined in A herein; 
DD) substituted alkylene wl^ere substituted alkylene is a divalent substituted alkyl 

and substituted alkyl is defined in F herein; 
EE) alkenylene where alkenylene is a divalent alkenyl and alkenyl is defined in B 

herein; 

FF) substituted alkenylene where substituted alkenylene is a divalent substituted 

alkenyl and substituted alkenyl is^defined in G herein; 
GG) -(R 21 Z a ) q R 21 - and -Z a R 21 - where Z a \is a substituent selected from the group 

consisting of: 



1) 
2) 
3) 




-O-; 

-S-; and 

>NR 20 , each R 20 is independently 'selected from , the group consisting 



of: 

a) 

b) 

c) 

d) 

e) 

0 



alkyl as defined in A herein^ 
alkenyl as defined in B herein; 
alkynyl as defined in C herein; 
cycloalkyl as defined D herein; 
cycloalkenyl as defined in E herein; 
substituted alkyl as defined in F herein; 
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substituted alkenyl as defined in G herein; 
substituted alkynyl as defined in H herein; 
aryl as defined in F22 herein; 
heteroaryl as defined in F23 herein; and 
heterocyclic as defined in F24 herein; 
wherein each R 21 is independently selected from the group consisting of: 

4) \alkylene as defined in CC herein; 

5) substituted alkylene as defined in DD herein; 

6) alkenylene as defined in EE herein; and 

7) substituted alkenylene as defined in FF herein; 
with the proviso that when z\is -O- or -S-, any unsaturation in the alkenylene and 
substituted alkenylene does not involve participation of the -O- or -S-, q is an integer of 
from 1 to 3; 

X a is oxo or thioxo; X b is -O'H or -SH; 
A-B is selected from a group of^ 
HH) alkylene as defined in CCvherein; 



II) alkenylene as defin^nn^Dn^^ifl; 

JJ) substituted alkylene a/d€fined in EE herein; 

\( \ " N 
KK) substituted alkenylene defined in FF\herein; and 

LL) -N = CH-; 



R c is selected from the group consisting of: 
MM) alkyl as defined in A herein; 
NN) substituted alkyl as defined in F herein; 
OO) alkenyl as defined in B herein; 
PP) substituted alkenyl as defined in G herein; 
QQ) aryl as defined in F22 herein; 
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RR) \heteroaryl as defined in F23 herein; 
SS) Heterocyclic as defined in F34 herein; 
^ TT) cycloalkyl as defined in D herein; and 

UU) substituted cycloalkyl as defined in I herein; 

p is an integer^equal to 0 or 1 such that when p is zero, the ring defined by Q is 
unsaturated at the carbon atom of ring attachment to NH and when p is one, the ring is 
saturated at the carbon atom of ring attachment to NH; 

and pharmaceutical^ acceptable salts thereof; 

with the following provisos: 

A. when R 1 is 3,5-difluorophenyl, R 2 is -CH 3 , Z' is -CH 2 - } and p is 1, then the 
group defined by Q, does not formva 2-(S)-indanol group; 

B. when R 1 is phenyl, R^is -CH 3 , Z' is -CH 2 -, and p is 1, then the group defined 
by Q, does not form a trans-2-hydroxy-^cyclohex-l-yl group; 

C. when R 1 is cyclopropyl, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then the group 
defined by Q, does not form an N-methyl^aprolactam group; 

D. when R 1 is 4-chlorobenzoyl-CH 2 -, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then 
the group defined by Q 5 does not form an 2,3 -dihydro-l-methyl-5 -phenyl- 1H-1 ? 4- 
benzodiazepin-2-one; 

E. when R 1 is 2-phenylphenyl, R^is^OH 3 , 27~is -CH 2 -, and p is 1, then the group 




defined by Q, does not form an 7-methyl-5,Y-dihyc^r6H-dibenz[b. ( d]azepin-6-one; 

F. when R 1 is CH 3 OC(0)CH 2 -, R^is -CH^Z' is -CH 2 -,\nd p is 1, then the group 
defined by Q, does not form an 2,3-dihydro-l-(^t^^ 

benzodiazepin-2-one; NSS ^^\\ 

G. when R 1 is 4-ethoxyphenyl, 2,4,6-trimethylph^yl^4-phenylphenyl, 
CH 3 OC(0)CH 2 -, 4-HOCH 2 -phenyl, 2,4,6-trifluorophenyl, 2-trifluoromethyl-4-fluorophenyl, 
or CH 3 S-, R 2 is -CH 3 , Z' is -CH r , and p is 1, then the group defined by Q, does not form a 
2,3-dihydro-l-(N,N-diethylamino-CH 2 CH 2 -)-5-(2-pyridyl)-lH-l,4-benzodiazepin-2 
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\H. when R 1 is 2,6-difluorophenyl, R 2 is -CH 3 , Z' is -CH(OH)-, and/? is 1, then the 
group defined by Q, does not form a 2 5 3-dihydro-l-(N,N-diethylamino-CH 2 CH 2 -)-5-(2- 
pyridyl)- 1H\1 ,4-benzodiazepin-2-one; 

I. \when the ring defined by Q forms a cycloalkyl, then it does not form a 
cycloalkyl of from 3 to 8 carbon atoms optionally substituted with 1 to 3 alkyl groups. 



96. (Amended) A method for preventing the onset of AD in a human patient at 
risk for developing AErwhich method comprises administering to said patient a 
pharmaceutical composition comprising a pharmaceutical^ inert carrier and an effective 
amount of a compound or a mixture of compounds of formula IB: 

O 

X .0 



R 1 




fi \ CH 

o 




NH- 



IB 



wherein R 1 is selected from the group consisting of: 

A) alkyl of from 1 to 10 carbbn-atoms; 

B) alkenyl of from 2 to 10 carb^n^t(^^ndLl-2 sites of alkenyl unsaturation; 

C) alkynyl of from 2 to 10 carbon atorr/s and from' 1-2 sites of alkynyl 
unsaturation; 

D) cycloalkyl of from 3 to 12 carbon atoms; 

E) cycloalkenyl of from 4 to 8 carbon atoms; 

F) substituted alkyl of from 1 to 10 carbon atoms, having from 1 to 5 
substituents selected from: 

1) alkoxy of from 1 to 10 carbon atoms; 

2) substituted alkoxy of the formula substituted alky v l-0- where 
substituted alkyl is as defined in F herein; 
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3) c^loalkyl which is as defined in D herein; 

4) substituted cycloalkyl is defined in I herein; 
^2^^ 5) cycloahcenyl which is defined in E herein; 

' 6) substituteci^cycloalkenyl which is defined in J herein; 

7) acyl selected\from alkyl-C(O)-, substituted alkyl-C(O)-, 
cycloalkyl-C(O)-, substituted cycloalkyl-C(O)-, aryl-C(O)-, 
heteroaryl-C(0)^and heterocyclic-C(O)- wherein alkyl is defined in 
A herein; wherein\ibstituted alkyl is defined in F herein; wherein 

\ 

cycloalkyl is defined in D herein; wherein substituted cycloalkyl is 
defined in I herein; wherem aryl is defined in F22 herein; wherein 
heteroaryl is defined in F23 N herein; and wherein heterocyclic is 
defined in F24 herein; 

8) acylamino having the formula -G s (0)NRR where each R is 
independently hydrogen, alkyl, substituted alkyl, aryl, heteroaryl, or 
heterocyclic wherein alkyl is^foiedVin A herein; wherein substituted 
alkyl is defined in F herein; w^hereito^^^^efined in F22 herein; 
wherein heteroaryl is defined ii\F23 hereinfand^ wherein heterocyclic 
is defined in F24 herein; \ ^ 

9) acyloxy selected from alkyl-C(0)0-, s^^ate^aH^l-C(0)0- f 
cycloalkyl-C(0)0-, aryl-C(0)0, heteroaryl-G(0)0-, and 
heterocyclic-C(0)0- wherein alkyl is defined in A herein; wherein 
substituted alkyl is defined in F herein; wherein cycloalkyl is defined 
in D herein; wherein aryl is defined in F22 herein; wherein 
heteroaryl is defined in F23 herein; and wherein heterocyclic is 
defined in F24 herein; 

10) amino; 
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11) aminoacyl having the formula -NRC(0)R wherein each R is 
independently selected from the group consisting of hydrogen, alkyl, 
substituted alkyl, aryl, heteroaryl, and heterocyclic; wherein alkyl is 

f ' defined in A herein; wherein substituted alkyl is defined in F herein; 

wherein ary^is defined in F22 herein; wherein heteroaryl is defined 
in F23 herein^ and wherein heterocyclic is defined in F24 herein; 

12) aminoacyloxy having the formula -NRC(0)OR wherein each R is 
independently selected from the group consisting of hydrogen, alkyl, 
substituted alkyl, arxyl, heteroaryl, and heterocyclic; wherein alkyl is 
defined in A herein;\vherein substituted alkyl is defined in F herein; 
wherein aryl is defined^in F22 herein; wherein heteroaryl is defined 
in F23 herein; and wherein heterocyclic is defined in F24 herein; 

13) cyano; 

14) halogen; 

15) hydroxyl; 

16) carboxyl; 

18) carboxylalkyl having the^jormi^a "\^(0)Oaikyl" wherein alkyl is 
defined in A herein; ^V**— J\ 

19) thiol; 

20) thioalkoxy having the formula -S-alkyl, wherein alkyl is defined in A 
herein; \ 

21) substituted thioalkoxy having the formula ^substituted alkyl, 

wherein substituted alkyl is defined in F herein; 

\ 

22) aryl having from 6 to 14 ring carbon atoms, optionally substituted 
with from 1 to 5 substituents selected from the group consisting of: 

a) hydroxy; 

b) acyl as defined in F7 herein; 




\ 
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c) acyloxy as defined in F9 herein; 

d) alkyl as defined in A herein; 

e) substituted alkyl as defined in F herein; 

f) alkoxy as^defined in Fl herein; 

g) substituted^alkoxy as defined in F2 herein; 

h) alkenyl as defined in B herein; 

i) substituted alkenyl as defined in G herein; 
j) alkynyl as defined in C herein; 
k) substituted alkynyl as defined in H herein; 
1) amino; 

m) aminoacyl as defined in Fll herein; 

n) acylamino as defined^ in F8 herein; 

o) alkaryl of the formula\-alkylene-aryl having 8 carbon atoms in 

the alkylene moiety and^aryl is defined in F22 herein; 

p) aryl as defined in F22 herein; 

q) aryloxy havm^U^^ormula -O-aryl wherein aryl is defined in 

F22 herein; 

r) azido; 

s) carboxyl; 

t) carboxylalkyl having the formula "-C(0)Oalkyl" wherein 

alkyl is defined in A herein; 

u) cyano; 

v) halo selected from fluoro, chloro, bromo and iodo; 

w) nitro; 

x) heteroaryl as defined in F23 herein; 

y) heterocyclic as defined in F24 herein ;\ 

z) aminoacyloxy as defined in F12 herein;^ 





\ 



\ 
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aa) oxyacylamino having the formula -OC(0)NRR where each R 
is independently hydrogen, alkyl, substituted alkyl, aryl, 
heteroaryl, or heterocyclic wherein alkyl is defined in A 
herein ;\^herein substituted alkyl is defined in F herein; 
wherein aryl is defined in F22 herein; wherein heteroaryl is 
defined in F23 herein; and wherein heterocyclic is defined in 
F24 herein; \ 

bb) thioalkoxy having the formula -S-alkyl, wherein alkyl is 

defined in A herein; 
cc) substituted thioalleoxy having the formula -S-substituted alkyl, 

wherein substitutec^alkyl is defined in F herein; 
dd) thioaryloxy having t^e formula -S-aryl wherein aryl is defined 

in F22 herein; 

ee) thioheteroaryloxy havin^ythe formula -S-heteroaryl wherein 

heteroaryl is defined^F23 herein; 
ff) -SO-alkyl wherein alkySis^efined in A herein; 
gg) -SO-substituted alkykwhereinjsubstituted alkyl is defined in F 

herein; 

hh) -SO-aryl wherein aryl is defiiiedTtrF22' herein; 




ii) -SO-heteroaryl wherein heteroarylis^efined in F23 herein; 

jj) -S0 2 -alkyl wherein alkyl is defined in A herein; 

kk) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; 

11) -S0 2 -aryl wherein aryl is defined in F22 herein; 

mm) -S0 2 -heteroaryl wherein heteroaryl is defined in F23 herein; 

nn) trihalomethyl wherein halo is defined in 120 herein; 

oo) mono- and dialkylamino wherein alkyl is defined in A herein; 
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3 



23) 



PP) 



qq) 

rr) 
ss) 
tt) 



mono- and di-substituted alkylamino wherein substituted alkyl 
is defined in F herein; 

mono\ and di-arylamino wherein aryl is defined in F22 herein; 
mono- \nd di-heteroarylamino wherein heteroaryl is defined 
in F23 nexein; 

mono- anaVdi-heterocyclicamino wherein heterocyclic is 
defined in F24 herein; 

unsymmetric ai-substituted amino having different substituents 
selected from aljcyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein 
substituted alkyl is\defined in F herein; wherein aryl is 
defined in F22 herem; wherein heteroaryl is defined in F23 
herein; and wherein Heterocyclic is defined in F24 herein; 
heteroaryl of from 1 to 15 ringv carbon atoms and 1 to 4 ring 
heteroatoms selected from oxygen, nitrogen and sulfur, optionally 
substituted with from 1 to 5 substituents selected from: 
a) alkyl as defined in A herein\ 

substituted alkyl as^ftqed in, F herein; 
alkoxy as defined in 

substituted alkoxy as de^ne/^m^p2"herein; 
aryl as defined in F22 hereii 



b) 
c) 
d) 
e) 
f) 



aryloxy having the formula -0-aryi\wherein aryl is defined in 
F22 herein; 

g) halo selected from fluoro, chloro, brofno and iodo; 

h) nitro; 

i) heteroaryl as defined in F23 herein; 
j) thiol; 
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k) \ thioalkoxy having the formula -S-alkyl, wherein alkyl is 

\ defined in A herein; 
1) substituted thioalkoxy having the formula -S-substituted alkyl, 

wherein substituted alkyl is defined in F herein; 
m) thioatiyloxy having the formula -S-aryl wherein aryl is defined 

in F22 rierein; and 
n) trihalomethyl wherein halo is defined in 120 herein; 



24) heterocyclic of from 1 to 15 ring carbon atoms and from 1 to 4 ring 
atoms selected from nitrogen, sulfur and oxygen, optionally 
substituted with from 1 to 5\substituents selected from: 

a) alkyl as defined in A herein; 

b) substituted alkyl as defined in F herein; 

c) alkoxy as defined in Fl h^r em: 

d) substituted alkoxy as defineddn F2 herein; 

e) aryl as defined in F22 herein; 

f) aryloxy having the form^l^O-arvyl wherein aryl is defined in 
F22 herein; 

g) halo selected from fluoro, chlbnf, brbmo amHodo; 

h) nitro; 

i) heteroaryl as defined in F23 herein; N 
j) thiol; 

k) thioalkoxy having the formula -S-alkyl, wherein alkyl is 

defined in A herein; 
1) substituted thioalkoxy having the formula -S-subs\ituted alkyl, 

wherein substituted alkyl is defined in F herein; 
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m) ihioaryloxy having the formula -S-aryl wherein aryl is defined 
imF22 herein; and 

2 ^ n) trinklomethyl wherein halo is selected from fluoro, chloro, 

brom<* and iodo; 

25) aryloxy of the Bormula -O-aryl wherein aryl is defined in F22 herein; 

26) heteroaryloxy of the formula -O-heteroaryl wherein heteroaryl is 
defined in F23 herein; 

27) hydroxy amino; \ 

28) alkoxyamino wherein alkoxy is defined in Fl herein; 

29) nitro; \ 

30) -SO-alkyl wherein alkyl isVlefined in A herein; 

31) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

32) -SO-aryl wherein aryl is defied in F22 herein; 

33) -SO-heteroaryl wherein heteroakyl is defined in F23 herein; 

34) -S0 2 -alkyl wherein alkyl is defined in A herein; 

35) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; \ 

36) -S0 2 -aryl wherein aryl is definecHi^22 herein; 

37) -S0 2 -heteroaryl wherein heteroar^lis ^d€mi£^nF23 herein; 

38) mono- and dialkylamino wherein alkj^s^defined in^A herein; 

39) mono- and di-substituted alkylamino wnerei^substituted alkyl is 
defined in F herein; \A 

40) mono- and di-arylamino wherein aryl is defined in F22 herein; 

41) mono- and di-heteroarylamino wherein heteroaryl is defined in F23 
herein; \ 

42) mono- and di-heterocyclicamino wherein heterocyclic is defined in 
F24 herein; \ 
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43) unsymmetric di-substituted amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
^ heterocyclic wherein alkyl is defined in A herein; wherein substituted 

alkyl is defined in F herein; wherein aryl is defined in F22 herein; 



wherein heteroaryl is defined in F23 herein; and wherein heterocyclic 
is defined in B24 herein; 
G) substituted alkenyl having from 1 to 3 substituents selected from the group 
consisting of: \^ 

1) alkoxy as defined in Fl herein; 

2) substituted alkoxy ^s defined in F2 herein; 

3) acyl as defined in F7\herein; 

4) acylamino as defined in F8 herein; 

5) acyloxy as defined in F9 herein; 

6) amino; 

7) aminoacyl as defined in Fl\l herein; 

8) aminoacyloxy as defined in F12 herein; 

9) cyano; 

10) halogen selected from fluoro, ohloro, bromo and iodo; 

11) hydroxy 1; 

12) carboxyl; 

13) carboxylalkyl as defined in fM$ herein; 

14) thiol; 

15) thioalkoxy as defined in F20 herein ; x 

16) substituted thioalkoxy as defined in Y2\ herein; 

17) aryl as defined in F22 herein; 

18) heteroaryl as defined in F23 herein; 

19) heterocyclic as defined in F24 herein; 




3 
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20) nitri 

21) -SO-alkyl wherein alkyi is defined in A herein; 

22) -SO-substituted alkyl wherein substituted alkyi is defined in F herein; 

23) -SO-aryl\yherein aryl is defined in F22 herein; 



24) -SO-heteroaryl wherein heteroaryl is defined in F23 herein; 

25) -S0 2 -alkyl wherein alkyl is defined in A herein; 

26) -S0 2 -substitut^d alkyl wherein substituted alkyl is defined in F 
herein; 

27) -S0 2 -aryl whereinWyl is defined in F22 herein; 

28) -S0 2 -heteroaryl wherein heteroaryl is defined in F23 herein; 

29) mono- and dialkylamino wherein alkyl is defined in A herein; 

30) mono- and di-substitut^d alkylamino wherein substituted alkyl is 
defined in F herein; \ 

31) mono- and di-arylamino wherein aryl is defined in F22 herein; 

32) mono- and di-heteroarylamino wherein heteroaryl is defined in F23 
herein; 

33) mono- and di-heterocyclicamino v wherein heterocyclic is defined in 
F24 herein; and 

34) unsymmetric di-substimt^ammo^liaving different substituents 
selected from alkyl , substimt^SlQl^^^j^heteroaryl and 
heterocyclic wherein alkyl is defrjfcd in A herein; wherein substituted 
alkyl is defined in F herein; whereiri'aryl is defined in F22 herein; 
wherein heteroaryl is defined in F23\herein; and-wherein heterocyclic 
is defined in F24 herein; 

H) substituted alkynyl of from 1 to 3 substituents selected from: 

1) alkoxy as defined in Fl herein; 

2) substituted alkoxy as defined in F2 herein; 
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6) 



3) acyl as defmed in F7 herein; 

4) acylamino as\defined in F8 herein; 
^2 £ 5) acyloxy as defined in F9 herein; 

amino; 

7) aminoacyl as defihed in Fll herein; 

8) aminoacyloxy as defined in F12 herein; 

9) cyano; 

10) halogen selected from^uoro, chloro, bromo and iodo; 

11) hydroxyl; 

12) carboxyl; 

13) carboxylalkyl as defined in\JF18 herein; 

14) thiol; 



15) thioalkoxy as defined in F20 herein; 

16) substituted thioalkoxy as definek in F21 herein; 

17) aryl as defined in F22 herein; \ 

18) heteroaryl as defined in F23 herein* 

19) heterocyclic as defined in F^^hraeir}: 

20) nitro; 

21) -SO-alkyl wherein alkyl is definm^in^A herein;' ^ 

22) -SO-substituted alkyl wherein substituted alkyl is 'defined in F herein; 



23) -SO-aryl wherein aryl is defined in f\^2 herein; 

24) -SO-heteroaryl wherein heteroaryl is definedin F23 herein; 

25) -S0 2 -alkyl wherein alkyl is defined in A herei^ 

26) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; 

27) -S0 2 -aryl wherein aryl is defined in F22 herein; 

28) -S0 2 -heteroaryl wherein heteroaryl is defined in F23Mierein; 
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29) mono- ana dialkylamino wherein alkyl is defined in A herein; 

30) mono- andui-substituted alkylamino wherein substituted alkyl is 
defined in F Jierein; 

31) mono- and di-Wylamino wherein aryl is defined in F22 herein; 

32) mono- and di-h^teroarylamino wherein heteroaryl is defined in F23 
herein; 

33) mono- and di-heteYocyclicamino wherein heterocyclic is defined in 
F24 herein; and 

34) unsymmetric di-substituted amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F22 herein; 
wherein heteroaryl is definpd in F23 herein; and wherein heterocyclic 
is defined in F24 herein; 

I) substituted cycloalkyl having 3 to 12Yarbon atoms and from 1 to 5 
substituents selected from the group consisting of: 

1) hydroxy; 

2) acyl as defined in F7 hei 

3) acyloxy as defined in F9 hereih> 

4) alkyl as defined in A herein; 

5) substituted alkyl as defined in l\ nerein; 

6) alkoxy as defined in Fl herein; 

7) substituted alkoxy as defined in F2 herein; 

8) alkenyl as defined in B herein; 

9) substituted alkenyl as defined in G herein; 

10) alkynyl as defined in C herein; 

1 1) substituted alkynyl as defined in H herein; 




t 



<?3 
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12) ariaino; 

13) ammoacyl as defined in Fll herein; 

14) alkarVl of the formula -alkylene-aryl having 8 carbon atoms in the 
alkylene moiety and aryl is defined in F22 herein; 

15) aryl as dtefined in F22 herein; 

16) aryloxy haying the formula -O-aryi wherein aryl is defined in F22 
herein; 

17) carboxyl; 

18) carboxylalkyl having the formula "-C(0)Oalkyr wherein alkyl is 
defined in A herei 

19) cyano; 

20) halo selected from fhfc>ro, chloro, bromo and iodo; 

21) nitro; 

22) heteroaryl as defined in F23 herein; 




23) thioalkoxy as defined in F20 herein; 

24) substituted thioalkoxy ^defined in F21 herein; and 

25) trihalomethyl wherein hal(XTS^le"C^^ftom fluoro, chloro, bromo 
and iodo; ^\ "\ 

J) substituted cycloalkenyl having from 4 to &^arbon atoms and from 1 to 5 




substituents selected from the group consisting of: 

1) hydroxy; 

2) acyl as defined in F7 herein; 

3) acyloxy as defined in F9 herein; 

4) alkyl as defined in A herein; 

5) substituted alkyl as defined in F herein; 

6) alkoxy as defined in Fl herein; 

7) substituted alkoxy as defined in F2 herein; 
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8) alkehyl as defined in B herein; 

9) substituted alkenyl as defined in G herein; 
^ ^ 10) alkynyl as defined in C herein; 

11) substituted alkynyl as defined in H herein; 

12) amino; \ 

13) aminoacyl as defined in Fll herein; 

14) alkaryl of tl^e formula -alkylene-aryl having 8 carbon atoms in the 
alkylene moiety and aryl is defined in F22 herein; 

15) aryl as definedW F22 herein; 

16) aryloxy having the formula -O-aryl wherein aryl is defined in F22 
herein; 

17) carboxyl; 

18) carboxylalkyl havingythe formula "-C(0)Oalkyr wherein alkyl is 
defined in A herein; \ 

19) cyano; \ 

20) halo selected fronnrfl^l^^^oro, bromo and iodo; 

21) nitro; ^^^V^\ 

22) heteroaryl as defined in s F23rherein; 




23) thioalkoxy as defined in F20sherein; 

24) substituted thioalkoxy as define^ in F21 herein; and 

25) trihalomethyl wherein halo is selected from fluoro, chloro, bromo 
and iodo; 

K) aryl as defined in F22 herein; 
L) heteroaryl as defined in F23 herein; and 
M) heterocyclic as defined in F24 herein; 



t 
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Z* is represented l\y the formula -CXX*-, -T-CH 2 - or -T-C(O)- where T is selected 
from the group consisting fyf oxygen, sulfur, -NR 5 where R 5 is: 
N) hydrogen; 

9 

O) acyl as defined in F7 herein; 

P) alkyl as defined in A herein; 

Q) aryl as defined in F22 herein; or 

R) heteroaryl as defined in F23 herein; 
X' is hydrogen, hydroxy or fluoro v ; X" is hydrogen, hydroxy or fluoro, or X' and X" 
together form an oxo group; 



R 2 is selected from the group consisting of: 

S) alkyl as defined in A herein; 

T) substituted alkyl as defined in F herein; 

U) alkenyl as defined ii^^he^in; 

V) substituted alkenyl as defihej&oj^ herein; 

W) alkynyl as defined in Cliferei^; 

X) substituted alkynyl as defineaun H-herein; 

Y) cycloalkyl as defined in D herein; 

Z) aryl as defined in F22 herein; 

AA) heteroaryl as defined in F23 herein; 

BB) heterocyclic as defined in F24 herein; 

BB 1 ) 2-aminopyrid-6-yl; 

BB 2 ) 2-methy Icy clopenty 1 ; 

BB 3 ) cyclohex-2-enyl; and 

BB 4 ) -(CH 2 ) 4 NHC(0)OC(CH 3 ) 3 ; 



t 



1 
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R20R20 




wherein T b is selected from the\group consisting of: 



CC) alkylene where alkylene is a divalent alkyl and alkyl is defined in A herein; 
DD) substituted alkylene where substituted alkylene is a divalent substituted alkyl 

and substituted alkyl isvdefined in F herein; 
EE) . alkenylene where alkenylene is a divalent alkenyl and alkenyl is defined in B 

herein; 

substituted alkenylene where\ubstituted alkenylene is a divalent substituted 



FF) 



GG) 



alkenyl and substituted alkenyf^s defined in G herein; 
-(R 21 Z a ) q R 21 - and -Z a R 21 - where 7>\ is a substituent selected from the group 
consisting of: 

1) -O-; 

2) -S-; and 

3) > NR 20 , each R 20 is inde^qdentlV selected from the group consisting 
of: 

a) alkyl as defined in A herein; 

b) alkenyl as defined in B herein; 

c) alkynyl as defined in C herein; 

d) cycloalkyl as defined D herein; 

e) cycloalkenyl as defined in E herein; 

f) substituted alkyl as defined in F herein; 

\ 

g) substituted alkenyl as defined in G herein; 



t 



T 
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h) substituted alkynyl as defined in H herein; 

i) aryl as defined in F22 herein; 
j) heteroaryl as defined in F23 herein; and 

£7 O \ k) heterocyclic as defined in F24 herein; 

wherein ea^h R 21 is independently selected from the group consisting of: 

4) \ alkylene as defined in CC herein; 

5) \ubstituted alkylene as defined in DD herein; 

6) alkenylene as defined in EE herein; and 

7) substituted alkenylene as defined in FF herein; 
with the proviso that when Z a is -O- or -S-, any unsaturation in the alkenylene and 
substituted alkenylene does n\t involve participation of the -O- or -S-, q is an integer of 
from 1 to 3; 

X a is oxo or thioxo; X b is\OH or -SH; 
A-B is selected from a grouts? of: 
HH) alkylene as defined in^CC herein; 
II) alkenylene 5§==deQned in\DD herein; 
JJ) substituted alkyl&^ea^iefi^ herein; 
KK) substituted alkenylen^as^eSjned in x FF herein; and 
LL) -N = CHs \ 



R c is selected from the group consisting of: 

MM) alkyl as defined in A herein; 

NN) substituted alkyl as defined in F herein* 

OO) alkenyl as defined in B herein; 

PP) substituted alkenyl as defined in G herein ; v 

QQ) aryl as defined in F22 herein; 

RR) heteroaryl as defined in F23 herein; 
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SS) heterocyclic as defined in F34 herein; 
TT) cycloalAl as defined in D herein; and 
UU) substitutemcycloalkyl as defined in I herein; 
C p is an integer equalvto 0 or 1 such that when p is zero, the ring defined by Q is 

unsaturated at the carbon atom of ring attachment to NH and when p is one, the ring is 
saturated at the carbon atom ofVing attachment to NH; 
and pharmaceutical^ acceptable salts thereof; 
with the following provisos :\ 

A. when R 1 is 3,5-difluorof>henyl, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then the 
group defined by Q, does not form a 2-(S^indanol group; 

B. when R 1 is phenyl, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then the group defined 
by Q, does not form a trans-2-hydroxy-cyclohex-l-yl group; 

C. when R 1 is cyclopropyl, R 2 is -GH 3 , Z' is -CH r , and p is 1, then the group 
defined by Q, does not form an N-methylcaprolactam group; 

D. when R 1 is 4-chlorobenzoyl-CH 2 -, \ 2 is -CH 3 , Z' is -CH 2 - ? and p is 1, then 
the group defined by Q, does not form an 2,3-dihydro-l-methyl-5-phenyl-lH-l,4- 
benzodiazepin-2-one; 

E. when R l is 2-phenylphenyl, R 2 is^l^^^^^^-, and p is 1, then the group 
defined by Q, does not form an 7-methyl-5,7-dihyd^<^^-dibenz[b,d]azepin-6-one; 

F. when R 1 is CH 3 OC(0)CH 2 -, R 2 is -CI^^^s^QH^, and p is 1, then the group 
defined by Q, does not form an 2,3-dihydro-l-(^butylC(0)CH^-)-5-(2-pyridyl)-lH-l J 4- 
benzodiazepin-2-one; \ 

G. when R 1 is 4-ethoxyphenyl, 2,4,6-trimethylphenyl, 4-phenylphenyl, 
CH 3 OC(0)CH 2 -, 4-HOCH 2 -phenyl, 2,4,6-trifluorophenyl, 2-trifluoromethyl-4-fluorophenyl, 
or CH 3 S-, R 2 is -CH 3 , Z' is -CH 2 -> and p is 1, then the group defined by^, does not form a 

2 , 3 -dihydro- 1 -(N,N-diethy lam^ 
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H. wh^n R 1 is 2,6-difluorophenyl, R 2 is -CH 3 , Z' is -CH(OH)-, andp is 1, then the 
group defined by Q, Moes not form a 2 5 3-dihydro-l-(N 5 N-diethylamino-CH 2 CH 2 -)-5-(2- 
pyridyl)- 1 H- 1 ,4-benzoediazepin-2-one; 

I. when theVing defined by Q forms a cycloalkyl, then it does not form a 
cycloalkyl of from 3 to 8 \arbon atoms optionally substituted with 1 to 3 alkyl groups. 



97. (Amended) A method for treating a human patient with AD in order to inhibit 
further deterioration in the condition of that patient which method comprises administering to 
said patient a pharmaceutical composition comprising a pharmaceutically inert carrier and an 
effective amount of a compound or a mixture of compounds from formula IB: 

O 

A. -o 




NH- 



IB 



wherein R 1 is selected from the group consisting of: 

A) alkyl of from 1 to 10 carbonatoms;\^ 

B) alkenyl of from 2 to 10 carbon ^toms^and 1-2 sites of alkenyl unsaturation; 

C) alkynyl of from 2 to 10 carbon atoj^TandTfrom 1-2 sites of alkynyl 
unsaturation; 

D) cycloalkyl of from 3 to 12 carbon atoms; 

E) cycloalkenyl of from 4 to 8 carbon atoms; 

F) substituted alkyl of from 1 to 10 carbon atoms ,\having from 1 to 5 
substituents selected from: 
1) alkoxy of from 1 to 10 carbon atoms; 



* 

* 
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2) substituted alkoxy of the formula substituted alkyl-O- where 
substituted alkyl is as defined in F herein; 

3) cycloalkyl which is as defined in D herein; 

4) substituted cycloalkyl is defined in I herein; 

5) cycloalkenyl which is defined in E herein; 

6) substituted cVcloalkenyl which is defined in J herein; 

7) acyl selected frbm alkyl-C(O)-, substituted alkyl-C(O)-, 
cycloalkyl-C(0)-\substituted cycloalkyl-C(O)-, aryl-C(O)-, 
heteroaryl-C(O)- and heterocyclic-C(O)- wherein alkyl is defined in 
A herein; wherein substituted alkyl is defined in F herein; wherein 
cycloalkyl is defined in D herein; wherein substituted cycloalkyl is 
defined in I herein; wherein aryl is defined in F22 herein; wherein 
heteroaryl is defined in F23 herein; and wherein heterocyclic is 
defined in F24 herein; 

8) acylamino having the formula -C(0)NRR where each R is 
independently hydrogen, alkyl, substituted alkyl, aryl, heteroaryl, or 
heterocyclic wherein alkyl isjiefmed-m-A herein; wherein substituted 
alkyl is defined in F herein; ^ei^i^^l^defined in F22 herein; 
wherein heteroaryl is defined in F23 n^ei^uand \yherein heterocyclic 
is defined in F24 herein; \^ 

9) acyloxy selected from alkyl-C(0)0-, substitated^lkyl-C(0)0-, 
cycloalkyl-C(0)0-, aryl-C(0)0-, heteroaryl-C(0)0-, and 
heterocyclic-C(0)0- wherein alkyl is defined in A herein; wherein 
substituted alkyl is defined in F herein; wherein cycloalkyl is defined 
in D herein; wherein aryl is defined in F22 herein; wherein 
heteroaryl is defined in F23 herein; and wherein heterocyclic is 
defined in F24 herein; 



# 
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10) akino; 

11) ammoacyl having the formula -NRC(0)R wherein each R is 
independently selected from the group consisting of hydrogen, alkyl, 
substituted alkyl, aryl, heteroaryl, and heterocyclic; wherein alkyl is 

^ ^ defined in X herein; wherein substituted alkyl is defined in F herein; 

wherein aryl is defined in F22 herein; wherein heteroaryl is defined 
in F23 herein; and wherein heterocyclic is defined in F24 herein; 

12) aminoacyloxy having the formula -NRC(0)OR wherein each R is 
independently selected from the group consisting of hydrogen, alkyl, 
substituted alkyl, aryl /heteroaryl, and heterocyclic; wherein alkyl is 
defined in A herein; wherein substituted alkyl is defined in F herein; 
wherein aryl is defined in F22 herein; wherein heteroaryl is defined 
in F23 herein; and wherein lifeterocyclic is defined in F24 herein; 

13) cyano; 

14) halogen; 

15) hydroxyl; 

16) carboxyl; 

18) carboxylalkyl having the formula > %^0)Qalkyr N wherein alkyl is 
defined in A herein; X 

19) thiol; 

20) thioalkoxy having the formula -S-alkyl, wherein \lkyl is defined in A 
herein; 

21) substituted thioalkoxy having the formula -S-substituted alkyl, 
wherein substituted alkyl is defined in F herein; \ 

22) aryl having from 6 to 14 ring carbon atoms, optionally substituted 
with from 1 to 5 substituents selected from the group consisting of: 
a) hydroxy; 




6 
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b) ^cyl as defined in F7 herein; 

c) acyloxy as defined in F9 herein; 

d) alky K as defined in A herein; 

e) substituted alkyl as defined in F herein; 

f) alkoxy as^defined in Fl herein; 

g) substituted\alkoxy as defined in F2 herein; 

h) alkenyl as defined in B herein; 

i) substituted alkbnyl as defined in G herein; 
j) alkynyl as defined in C herein; 

k) substituted alkynyl\as defined in H herein; 

1) amino; \^ 

m) aminoacyl as defined in Fll herein; 

V 

n) acylamino as defined in F8 herein; 

o) alkaryl of the formula -alkylene-aryl having 8 carbon atoms in 
the alkylene moietjT^M^j^is^defined in F22 herein; 

p) aryl as defined in F22 

q) aryloxy having the formula\0-aryJo^herein aryl is defined in 
F22 herein; 

r) azido; 

s) carboxyl; \^ 

t) carboxylalkyl having the formula "-C(0)palkyl" wherein 

alkyl is defined in A herein; 

u) cyano; 

v) halo selected from fluoro, chloro, bromo and ibdo; 

w) nitro; 

x) heteroaryl as defined in F23 herein; 

y) heterocyclic as defined in F24 herein; 



# 
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z) ^ninoacyloxy as defined in F12 herein; 

aa) oxyacylamino having the formula -OC(0)NRR where each R 

is independently hydrogen, alkyl, substituted alkyl, aryl, 
j% heteroaryl, or heterocyclic wherein alkyl is defined in A 

herein; wkerein substituted alkyl is defined in F herein; 

wherein aryl^is defined in F22 herein; wherein heteroaryl is 

defined in F23\herein; and wherein heterocyclic is defined in 

F24 herein; 

bb) thioalkoxy having^he formula -S-alkyl, wherein alkyl is 

defined in A herein, 
cc) substituted thioalkoxy paving the formula -S-substituted alkyl, 

wherein substituted alkyl^is defined in F herein; 
dd) thioaryloxy having the formula -S-aryl wherein aryl is defined 

in F22 herein; 

ee) thioheteroaryloxy having the formula -S-heteroaryl wherein 

heteroaryl is defined F25%eroj^s 
ff) -SO-alkyl wherein alkyl is de^^^^4 herein; 
gg) -SO-substituted alkyl wherein subs;tituted alkyl is defined in F 

herein; V^„^ 




hh) -SO-aryl wherein aryl is defined in F22 herein; 

ii) -SO-heteroaryl wherein heteroaryl is defined in F23 herein; 

jj) -S0 2 -alkyl wherein alkyl is defined in A herein; 

kk) -S0 2 -substituted alkyl wherein substituted alkylyis defined in F 
herein; 

11) -S0 2 -aryl wherein aryl is defined in F22 herein; 

mm) -S0 2 -heteroaryl wherein heteroaryl is defined in F23 'herein; 

nn) trihalomethyl wherein halo is defined in 120 herein; 
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oo) \mono- and dialkylamino wherein alkyl is defined in A herein; 
pp) mono- and di-substituted alkylamino wherein substituted alkyl 
is\efined in F herein; 



mono- a 
rr) mono\a 



qq) monb- and di-arylamino wherein aryl is defined in F22 herein; 
rr) mono\and di-heteroarylamino wherein heteroaryl is defined 

in F23 herein; 

\ 

ss) mono- and^di-heterocyclicamino wherein heterocyclic is 
defined in F24 herein; 

tt) unsymmetric\i-substituted amino having different substituents 
selected from allcyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein 
substituted alkyl is\iefined in F herein; wherein aryl is 
defined in F22 herein; wherein heteroaryl is defined in F23 
herein; and wherein heterocyclic is defined in F24 herein; 
23) heteroaryl of from ri^S^^^^rton atoms and 1 to 4 ring 

heteroatoms selected from oxygen, nitrogen and sulfur, optionally 

substituted with from 1 to 5 substituents selected from: 



x 



a) alkyl as defined in A herein; 

b) substituted alkyl as defined in {^herein; 

c) alkoxy as defined in Fl herein; 

d) substituted alkoxy as defined in Fisher ein; 

e) aryl as defined in F22 herein; 

f) aryloxy having the formula -O-aryl wherein aryl is defined in 
F22 herein; 

g) halo selected from fluoro, chloro, bromo v and iodo; 

h) nitro; 

i) heteroaryl as defined in F23 herein; 



# 
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j) t^iol; 

k) thioalkoxy having the formula -S-alkyl, wherein alkyl is 

defined in A herein; 
\ 

1) substituted thioalkoxy having the formula -S-substituted alkyl, 

\ 

wherein substituted alkyl is defined in F herein; 
m) thioaryloxy\having the formula -S-aryl wherein aryl is defined 

in F22 herein; and 

\ 

n) trihalomethyl wherein halo is defined in 120 herein; 




24) heterocyclic of from 1 to 15 Ving carbon atoms and from 1 to 4 ring 
atoms selected from nitrogen, Wfur and oxygen, optionally 
substituted with from 1 to 5 substituents selected from: 

a) alkyl as defined in A herein; 

b) substituted alkyl as definecHip^er^in; 

c) alkoxy as defined in Fl heremK \ 

d) substituted alkoxy as defined in N F2 herein; 

e) aryl as defined in F22 herein; 

f) aryloxy having the formula -O-aryl wherein aryl is defined in 
F22 herein; 

g) halo selected from fluoro, chloro, bromo\and iodo; 

h) nitro; 

i) heteroaryl as defined in F23 herein; 
j) thiol; 

k) thioalkoxy having the formula -S-alkyl, wherein "alkyl is 
defined in A herein; 
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1) N^ubstituted thioalkoxy having the formula -S-substituted alkyl, 
wherein substituted alkyl is defined in F herein; 

m) thio^ryloxy having the formula -S-aryl wherein aryl is defined 
in F22 herein; and 

\ 

2 n) trihalomethyl wherein halo is selected from fluoro, chloro, 

bromo and iodo; 

\ 

25) aryloxy of the formula -O-aryl wherein aryl is defined in F22 herein; 

26) heteroaryloxy of th\formula -O-heteroaryl wherein heteroaryl is 
defined in F23 herein;\ 

27) hydroxy amino; \ 

28) alkoxyamino wherein alkoxy is defined in Fl herein; 

29) nitro; \^ 

30) -SO-alkyl wherein alkyl is defined in A herein; 

31) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

32) -SO-aryl wherein aryl is*de!ited^F^2 herein; 

33) -SO-heteroaryl wherein heteroa^Hs^^hed in F23 herein; 

34) -S0 2 -alkyl wherein alkyl is defined ihM^ier^in; 

35) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; \ 

36) -S0 2 -aryl wherein aryl is defined in F22 herein; 

37) -S0 2 -heteroaryl wherein heteroaryl is defined\in F23 herein; 

38) mono- and dialkylamino wherein alkyl is defined in A herein; 

39) mono- and di-substituted alkylamino wherein substituted alkyl is 
defined in F herein; < \ 

40) mono- and di-arylamino wherein aryl is defined in F22 herein; 

41) mono- and di-heteroarylamino wherein heteroaryl is defined in F23 
herein; \ 



# 
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42) mono-^nd di-heterocyclicamino wherein heterocyclic is defined in 

F24 herein; 
\ 

43) unsymmetric di-substituted amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 



heterocyclicVvherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F22 herein; 
wherein heteroaryl is defined in F23 herein; and wherein heterocyclic 



is defined in F24\herein; 
G) substituted alkenyl having\from 1 to 3 substituents selected from the group 
consisting of: 

1) alkoxy as defined in F^l herein; 

2) substituted alkoxy as defined in F2 herein; 

3) acyl as defined in F7 herbin; 

4) acylamino as defined in F8^herein; 

5) acyloxy as defined in F9 herein; 

6) amino; 

7) aminoacyl as defined in 

8) aminoacyloxy as defined iri^l2 herein^ 

9) cyano; 

10) halogen selected from fluoro, chloro v , bromo and iodo; 

11) hydroxyl; 

12) carboxyl; 

13) carboxylalkyl as defined in F18 herein; 

14) thiol; 

15) thioalkoxy as defined in F20 herein; 

16) substituted thioalkoxy as defined in F21 herein; 

17) aryl as defined in F22 herein; 
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18) heteroaryl as defined in F23 herein; 

19) heterocyclic as defined in F24 herein; 

20) nitro; 

21) -SO-alkyKwherein alkyl is defined in A herein; 

22) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

23) -SO-aryl wherein aryl is defined in F22 herein; 

24) -SO-heteroary\ wherein heteroaryl is defined in F23 herein; 



25) -S0 2 -alkyl wherein alkyl is defined in A herein; 

26) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; 

27) -S0 2 -aryl wherein aryl is defined in F22 herein; 

28) -S0 2 -heteroaryl wherein heteroaryl is defined in F23 herein; 

29) mono- and dialkylamina wherein alkyl is defined in A herein; 

30) mono- and di-substituted alkylamino wherein substituted alkyl is 
defined in F herein; \^ 

31) mono- and di-arylamifl^w^rein aryl is defined in F22 herein; 

32) mono- and di-heteroar^ammerwh*einheteroaryl is defined in F23 

herein; V V^\^_ ) 

33) mono- and di-heterocyclicamino^wherein heterocyclic is defined in 

F24 herein; and 

. 34) unsymmetric di-substituted amino having different substituents 
selected from alkyl , substituted alky\ aryl, heteroaryl and 
heterocyclic wherein alkyl is defined in\A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl\te defined in F22 herein; 
wherein heteroaryl is defined in F23 herein; and wherein heterocyclic 
is defined in F24 herein; \^ 
H) substituted alkynyl of from 1 to 3 substituents selected from: 
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C 3 



1) 

2) 
3) 
4) 
5) 
6) 
7) 
8) 
9) 
10) 

11) 
12) 
13) 
14) 
15) 
16) 
17) 
18) 
19) 
20) 
21) 
22) 
23) 
24) 
25) 
26) 



alkoxyVas defined in Fl herein; 
substituted alkoxy as defined in F2 herein; 
acyl as defined in F7 herein; 
acylamino as defined in F8 herein; 
acyloxy as dp fined in F9 herein; 
amino; 

aminoacyl as deemed in Fll herein; 
aminoacyloxy as defined in F12 herein; 
cyano; 

halogen selected fro^n fliioro, chloro, bromo and iodo; 
hydroxyl; 
carboxyl; 

carboxylalkyl as defined i^i F18 herein; 
thiol; 

thioalkoxy as defined in F20 ^herein; 
substituted thioalkoxy a5**ddinbd ii 
aryl as defined in F22 hei 
heteroaryl as defined in F23 h( 
heterocyclic as defined in F24 herein; 
nitro; 

-SO-alkyl wherein alkyl is defined in A herein; 
-SO-substituted alkyl wherein substituted alkyl is defined in F herein; 
-SO-aryl wherein aryl is defined in F22 herein; 
-SO-heteroaryl wherein heteroaryl is defined^ in F23 herein; 
-S0 2 -alkyl wherein alkyl is defined in A herein; 
-S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; 



in F21 herein; 




i) 
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27) -S0 2 Vryl wherein aryl is defined in F22 herein; 

28) -S0 2 -nfeteroaryl wherein heteroaryl is defined in F23 herein; 

29) mono- and dialkylamino wherein alkyl is defined in A herein; 

30) mono- and di-substituted alkylamino wherein substituted alkyl is 
defined in herein; 

31) mono- and di-arylamino wherein aryl is defined in F22 herein; 

32) mono- and di^Jieteroarylamino wherein heteroaryl is defined in F23 
herein; 

33) mono- and di-he^rocyclicamino wherein heterocyclic is defined in 
F24 herein; and 

34) unsymmetric di-subktituted amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F22 herein; 

is ed ii 



wherein heteroaryl is defihed in F23 herein; and wherein heterocyclic 
is defined in F24 herein; 
substituted cycloalkyl having^t^j^carbon atoms and from 1 to 5 
substituents selected from the grqup ^ns^tin^of : 

1) hydroxy; ^ 1 

2) acyl as defined in F7 herein; 

3) acyloxy as defined in F9 herein; 

4) alkyl as defined in A herein; 

5) substituted alkyl as defined in F hereiij; 

6) alkoxy as defined in Fl herein; 

7) substituted alkoxy as defined in F2 herein; 

8) alkenyl as defined in B herein; 

9) substituted alkenyl as defined in G herein; 
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10) alkynw as defined in C herein; 

11) substituted alkynyl as defined in H herein; 

12) amino; 

13) aminoacyl\is defined in Fll herein; 

. 3 \ 

<Z 14) alkaryl of the formula -alkylene-aryl having 8 carbon atoms in the 

alkylene moiety and aryl is defined in F22 herein; 

15) aryl as defined in F22 herein; 

16) aryloxy having tnp formula -O-aryl wherein aryl is defined in F22 
herein; 

17) carboxyl; 

18) carboxylalkyl having ihe formula "-C(0)Oalkyr wherein alkyl is 
defined in A herein; 

19) cyano; 

20) halo selected from fluoro, 6hloro, bromo and iodo; 

21) nitro; 



22) heteroaryl as defined in F23 herein; 

23) thioalkoxy as defined in F20 herein; 

24) substituted thioalkoxy as defined in F21 herein; and 

25) trihalomethyl wherein halo is^^e^d^gm fluoro, chloro, bromo 
and iodo; 

J) substituted cycloalkenyl having from 4 to 8 c^r fron^atofris and from 1 to 5 
substituents selected from the group consisting of: 

1) hydroxy; 

2) acyl as defined in F7 herein; 

3) acyloxy as defined in F9 herein; 

4) alkyl as defined in A herein; 

5) substituted alkyl as defined in F herein; 
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6) alkbxy as defined in Fl herein; 

7) substituted alkoxy as defined in F2 herein; 

8) alkenyl as defined in B herein; 

9) substituted alkenyl as defined in G herein; 

10) alkynyl ak defined in C herein; 
C&-?xf 11) substituted\lkynyl as defined in H herein; 

12) amino; 

13) aminoacyl as dfefined in Fll herein; 

14) alkaryl of the formula -alkylene-aryl having 8 carbon atoms in the 
alkylene moiety and aryl is defined in F22 herein; 

15) aryl as defined in F22 herein; 

16) aryloxy having the fonyiula -O-aryl wherein aryl is defined in F22 
herein; 

17) carboxyl; 

18) carboxylalkyl having the foknula ,, -C(0)Oalkyl" wherein alkyl is 
defined in A herein; 

19) cyano; 

20) halo selected from fluoro, cMpE&ygomo and iodo; 

21) nitro; 

22) heteroaryl as defined in F23 hei 

23) thioalkoxy as defined in F20 herein^ 

24) substituted thioalkoxy as defined in F21V herein; and 

25) trihalomethyl wherein halo is selected from fluoro, chloro, bromo 
and iodo; 

K) aryl as defined in F22 herein; 
L) heteroaryl as defined in F23 herein; and 
M) heterocyclic as defined in F24 herein; 
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Z' is represented by the formula -CX'X"-, T-CH 2 - or -T-C(O)- where T is selected 
from the group Consisting of oxygen, sulfur, -NR 5 where R 5 is: 
N) hyarogen; 

O) acyl as defined in F7 herein; 
^3 ^ alkyl as\defined in A herein; 
&?z3^ Q) aryl as defined in F22 herein; or 

R) heteroaryl as defined in F23 herein; 
X* is hydrogen, hydroxy or fjuoro; X M is hydrogen, hydroxy or fluoro, or X ! and X" 
together form an oxo group; 



R 2 is selected from the group consisting of: 

S) alkyl as defined in A herein; 

T) substituted alkyl as defined in F herein; 

U) alkenyl as defined in B herfcin; 

V) substituted alkenyl as defined\in G herein; 

W) alkynyl as defined in C herein; 

X) substituted alkynyl as defined in H herein; 

Y) cycloalkyl as defined in l5 

Z) aryl as defined in F22 herein; 

AA) heteroaryl as defined in F23 herein? 

BB) heterocyclic as defined in F24 herein; 

BB 1 ) 2-aminopy r id-6 -y 1 ; 

BB 2 ) 2-methylcyclopentyl; 

BB 3 ) cyclohex-2-enyl; and 

BB 4 ) -(CH 2 ) 4 NHC(0)OC(CH 3 ) 3 ; 



V 

\ 
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T b 



'(H), 



| R 20 R 20 




wherein T b is selected from th& group consisting of: 

CC) alkylene where alkylene is a divalent alkyl and alkyl is defined in A herein; 
DD) substituted alkylene\where substituted alkylene is a divalent substituted alkyl 

and substituted alkyl is defined in F herein; 
EE) alkenylene where alkenylene is a divalent alkenyl and alkenyl is defined in B 

herein; 

FF) substituted alkenylene whete substituted alkenylene is a divalent substituted 

alkenyl and substituted alkenyl is defined in G herein; 
GG) -(R 21 Z a ) q R 21 - and -Z a R 21 ~ where\z a is a substituent selected from the group 

consisting of: 



1) 
2) 
3) 




-O-; 

-S-; and 

>NR 20 , each R 20 is ind^endentjy^el^cted^frpm the group consisting 
of: 
a) 
b) 
c) 
d) 
e) 
0 
g) 



alkyl as defined in A here 
alkenyl as defined in B herein; 
alkynyl as defined in C herein; 
cycloalkyl as defined D herein; 
cycloalkenyl as defined in E herein; 
substituted alkyl as defined in F herein} 



substituted alkenyl as defined in G herein- 
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wherein each 



4) 



7) 



5) 



6) 




with the proviso that when Z a is -O- or -S-\any unsaturation in the alkenylene and 
substituted alkenylene does not involve participation of the -O- or -S-, q is an integer of 
from 1 to 3 ; \ 

X a is oxo or thioxo; X b is -OH or -SH; \ 

A-B is selected from a group of: \ 

HH) alkylene as defined in CC herein; \ 

II) alkenylene as defined in DD herein; \ 

JJ) substituted alkylene as defined in EE herein; 

KK) substituted alkenylene as defined in FF herein; and 

LL) -N = CH-; ^5^A 

R c is selected from the group consisting of: \x \ \ 

MM) alkyl as defined in A herein; \ V-^~~-^ 

NN) substituted alkyl as defined in F herein; \ 

OO) alkenyl as defined in B herein; \ 

PP) substituted alkenyl as defined in G herein; \ 

QQ) aryl as defined in F22 herein; \ 

RR) heteroaryl as defined in F23 herein; \ 



# 
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SS) heterocyclic as defined in F34 herein; 
TT) cycloalkyl as defined in D herein; and 
UU) substitutedVycloalkyl as defined in I herein; 

p is an integer equal\o 0 or 1 such that when p is zero, the ring defined by Q is 
unsaturated at the carbon atoAof ring attachment to NH and when p is one, the ring is 
saturated at the carbon atom of ring attachment to NH; 
and pharmaceutical^ acceptable salts thereof; 
with the following provisos: 

A. when R 1 is 3,5-difluorophenyl, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then the 
group defined by Q, does not form a 2-(S)\indanol group; 

B. when R l is phenyl, R 2 is -Ch\ Z' is -CH 2 -, and p is 1 5 then the group defined 
by Q, does not form a trans-2-hydroxy-cyclohex-l-yl group; 

C. when R ! is cyclopropyl, R 2 is -ChL, Z' is -CH 2 -, and p is 1, then the group 
defined by Q, does not form an N-methylcaprolactam group; 

D. when R 1 is 4-chlorobenzoyl-CH 2 -, R^s -CH 3 , Z' is -CH 2 - 5 and p is 1, then 
the group defined by Q, does not form an 2,3-dihydro\^methyl-5-phenyl-lH-l,4- 
benzodiazepin-2-one; 

E. when R 1 is 2-phenylphenyl, R 2 i^^H^^Z' is\-CH 2 -, and p is 1, then the group 
defined by Q 3 does not form an 7-methyl-5 3 7-dihydro-6 H^b^z[ b,d]azepin-6-one; 

F. when R 1 is CH 3 OC(0)CH 2 -, R 2 is -CH 3 ,\Z' ^s-cS^hip is 1, then the group 
defined by Q, does not form an 2 5 3-dihydro-l-^butylC(O)^ 2 0^-(2-py^dyl)-lH-l ,4- 
benzodiazepin-2-one; 

G. when R l is 4-ethoxyphenyl, 2,4,6-trimethylphenyl, 4-phenylphenyl, 
CH 3 OC(0)CH 2 -, 4-HOCH 2 -phenyl, 2,4,6-trifluorophenyl, 2-trifluoromethyl-4-fluorophenyl 3 
or CH 3 S-, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then the group defined by Q^does not form a 
23 -dihydro- 1 -(>J,N-diethyl^ 



